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>S*fettC2W-P>«&ati:^ U%-CHOH-I^t)$f, 

m?£.z* u 1 -u 2 ttC2r;i/^i^>S*tttC27M-i^>i^f, 

4) T &**>U X^-CH 2 -i^fcU DtfD^^fcU D 1 
^COOHl^ifcU AjtfA 1 ***^, A 1 ^lttil©C2-8T;i/^^^S5: 
**>U E#E 2 **bU E 2 ^U 1 -U 2 -U 3 ^fcb, U^C1~4 7M 

ch,-s, -nr 12 -i, tfe«^;i/^-;vi5:^sf, 

i i 

5) T^K3RJR^S:**>b, X^-CH 2 -i^fcL, D#D fc^fcU D 
^COOHl^fcb, A#A 2 £^i;bU G^Cl~47MU>i^L 
, GV-O-aS^fett-NR^SSr^U G 3 «^.fettCl~47^ 
*l/>*fc*bU E#E 2 fe*bU E 2 ^U X -U 2 -U 3 ?:^t3 b, U^Cl 
~4 7Ml/^i^U #oU 3 #C l~8 7;i/^;HSIfeti:t, u 2 & 

6) TtfMteWfrf-fcafcbU X^-CH 2 -l^fcU DtfD^^tfoU E# 
E 2 &^t»b> E 2 ^U 1 -U 2 -U 3 S:^b, U^C27;^V>I*fettC2 

T;b>!r-v>S&^*)b> ^oU 2 ^-co-S?:itoti:S, a^a 1 ^**)^ 

) 

Testis a-yv-?ux*y9yi?y* *fett*ti&<os/ 

(2) •etl&CDWJt*^ 

(3) **i&&^»/*#i:bX^i-*3&^£W**. 

[0 0 2 5] 

£ * as * ti & ©HffiffcT* & § o 
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*y*)l, s\*r*/)l> *S-f*A>. *^^^/HfeJ:tJf-e*l&©*tt#T?**- 

, ^\^^;k y-;K -rf /t/Sfc<ktf-£;ne><& 

[0 0 2 6] 

/o^-n/i/, /\^-fe-;K /\^-;k ^-^T--;^i3J:tJ ? -e^e)^WT^ 

So 

c 2-i oy;i/;r-;i/*£&, x^~;k -^d^-;k 
/\^r-fer.;u, /\^-tx;k ;t#-rx /k 7*x;k 

[0 0 2 7] 

/*>^-;K /\^x;i/, ti'f-Mfei^ti^®^^^ 

S. 

/\ap*/n/i/, /\^-;K ##^x;1a ;v, "ris-K^te 

[0 0 2 8] 

h^**\'>> ^Vtrisy. s\7#**\/yi5£tf*9* 

**uygi'Z&z>o 

[0 0 2 9] 
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XmUBMPP* WM(OC 2~8 r;i/>r— uy^tit. m$*iz l l*fe»2l0- 
l^lrf bt^y, x^xi/>, yn^-iy>, ^f-UX *;xxl/> 

^^nfj % it^©c2~4T;i'^-U'>St^ x^xu>, ynt:=.u> 

[0 0 3 0] 

i^^ut^u, if-bx ^ntr-i/>, ^f-i^x r^sM-f^ 

[0 0 3 1] 

^^^^ ci~10 7^3^>>Si:lt ^h^SA xh^SA zfniH^t/ 

b?;i/^:*\ -f+frtt. ^y^frtt, 'n*2//i^*\ #*^;i> 

o t 

[0 0 3 2] 

#i8jjffl#tf3; C2~i0 7^1i:lt x#y>f;K zfuAJJfr, zfZJJ 
/K Ky$JJJl> ^VSJjy* ^9J<ito* Ji-JJJls. 
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[0 0 3 3] 

^«ffl#«f> -co- (NH-7^;i^i-co) m -° H& £fc&-o 

40i/#^>, 7i-;i/77->, ^n>>>, hu^h77>, txa 
?*yM, #&*$yWt. v#y* Tfr*?-y. \z**Vy. e-r^-y. y 
x#r*-ys yx*y. **e-feU>, >fvn>fS/>, y;i/n-f 
j)\sAvy> *ji=-?-y* v-jizii/y. ^a->^#*tis 0 
-co- (NH-75;^i-co) m -° H S. *fctt-o- (C 

[0 0 3 4] 

#l£*lTVNT%<fcV^3~l 5 fettH*5«**7 U bT 

tt, s/^a^n/O, i/^n^>, 2/#n^>*>, s/^a^**> 

, f^n^y*>, s/?n;f##>, i/^n;tx i/^nf*x s/^a^ 

s/fn*:/^:/, s/^n^**>, ^^n^-7°-r->, $/*n##T- 
s/^n^>*s?-x>, ^ua#*^i^ s/^o^*^3i>, i/tu* 

Ka7Xi/>, v^tKn>f>fx jy#y. i-7*uy> 
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h^iz>, *trn C4.4] j-t-y. xtfn [4.5] ?nv, xtrn [5.5] 
yyrijy. visvu [2. 2. 1] ^>*n [2. 2. 1] /\^# 

-2-XX tf>>?a [3. 1. 1] s\7*&y. tf*/#D [3. 1. 1] ^\^^ 

-2-x>. tf2/*a [2. 2. 2] i£S/#n [2. 2. 2] 

[0 0 3 5] 

^0$^ flu, £|2, 3*3, *fettl4{CJ:oT*feSnSl~4ffl®a 
jfcjgt^ 1 ~2 J: / * 1 ~ 2 ffiOiSfl?^ £ *l £ 

^M^S<fct^/*fe»i~2Mo^®^e>^S4xs^n^S:^tr, 3 

vxvy. \?v#py. TM\zy. vrwy> 7<?y* tf^>, 

^^x^, fiifx ^-^r-9-y-;i/. >fy**iM/-M fry 

py. mivy. ^-rvr^y, -t>k-;k >fy-f>K-/w jyvvv 

jy^yiry^y. ^>W7iX -fy^>i/f^7x 

^u^, -frvvy. i-y^-vvy, *;*wy> *-rwy, 

i/yjyy. s<yV**rW-)\s. ^yy^rv*-^ ^y^JA x #V-;k # 
u*y. s<yV**rK\*y, Ky9**VM\*y, *yy***wrwy> * 
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[0 0 3 6] 

, trny>, vuvtty* >f^4Vy>, -Ys^vy^v, MJy^y>, hu 
yi/ys;>, fh7!/yx ^h9!/y^>, tr^yu^, tr^yys^ 
Fney <^F^fc Fntry tr^yj;>, s;tKnhT9S?>. t^f^ 
hiKDfcf^^^, e^py, vt. Fntfu ^ vy. ^ F^fc Ka try s t?y. 

Kn'try 4fs;>, s?t: Far f h7t Fny-t?fcT>, ^-t: Fny-tftr 

Fn;t3f-fetf>> ^>f^>, ^x#>. Fn^:^ -r-F^fcFn^;* 
y^y, i^bFoft^x ^h^n Kn^jf tf^>, Fn^xfc^, -r- 
h5K Fn^xtf^, A°-ti Fn^^itf S^n Fatf^ify-ZK fh^fciK 

sj^fy (>fv^ryy^» , s?tFn7^if>, ^h^n Fn7^-tf>> s?t: 
Fn*^i^yi/-;K fh5tKn*W7^-;v ot^^r^y 

b7tFnwWv, ykKntW^, ^F^fc vu-**W\*y 

j;nKnfrJ?7s?>, fh7tFof7^7^x s;tKnf7^> 
% ^ F^fc Fn^Tiftf>, A-ti Fn^r^ftf 2?fc Fn^T^Tif 
•r F^fc: Fn^T^T1?tf>, H FD^T^T^tf ^E^^y^, 
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**y>, **v*ry* -f>KU>, >fv-f>FU^ !;KFa^^9> 
, ;^bKD^>^77>, ^tKn^yo^^x A-tKn^fy^^ 

y/^^7i>, A-tFn>fv^m7x>, e;tFn>f>^;-ii/ 

9*2/, i?tFnt7f^x fh7tFnt7f-jy>, ^-^^^ 
u.s;>, ^Fa^;^tvx fh^uFn^^tux ^-tFn^;^ 

vT^-fr^r^ j7tiFn/<>^te?x ^Fn^^/fT^x if 9 2; 
i?tFn^!/f7!/-^ ;i-bFn^>!/f7i/--'K 5?nFnrt:/W3 
Kn^yy-t?*^ s?t:Fn'<>Vyr«^ ^h^n Fn^>^'W 

^ij-^tf>, s?tFn*^/-^ fF7tFo*;w^;-;i/, /*-nKn# 
;wiy-/K j;tFnr^J^ fWFnr^y^ ^-hfot^J 

^^/77>, fF7tFn^>/ft7xX ;l-tFDi7K>y77>, 

;i-tFn^>yft7xv, s;****:/, s^*^, 

y>, «yvv**vy. tu^y. /<>i;m7X * 

[0 0 3 7] 

«, y**/Hfc y/i/*-**, y/i/*-/Hfc y/i/a***, y;v*;v?-#a 
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#3&m!K:$3v*Ttt, #icwft»&«sv^y, a^jcfc-oTW&^ft * e> IC|B# 

[0 0 3 8] 
Mb2 2] 

© ft refill (■rfcjfot>a-HJtt) ic^LTv%sri:?:*t>b. 

[0 0 3 9] 
Ut 2 3 ] 

te»!li(0#fiMW (tT&*)15>0 -IBS) lc^bTV>S3h$:^*)b, 
[0 0 4 0] 
[f24] 

[0 0 4 1] 
Mb 2 5] 

[0 0 4 2] 
[0 0 4 3] 
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[0 0 4 4] 

, ff*.IWB*, j|ffi*MHfc. a* ft;**** aft*. 'J 
**yxfrftym&. x#>x;i/*>^i&, ^yifyxjifcyMm.. h/i/x>;* 

[0 0 4 5] 
[0 0 4 6] 

XhU>> fcS^ttSJft fflVVT\ #^BB50-3362^ 1^52-31404-^ 
*fettH61-52146-^^#SB^©^&Mv>SZliiK:«J:y i/^ar^^hU 

[0 0 4 7] 

*1 hLT^^b<li, -S*;iU*£aWttft2ttTV%TfcJ:V>C3~l 0 © 
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mmm*& £ t$/ * t=. it i - 2 Mtf>«tM^ ^i^tis^fn n^- 

-3tS£fc&£g|s*Wn£;nTVNT%^C3~i o ®ML *fe«2^/\^n 
J: tf / * « 1 ~ 2 M^B&ftM W & 3 *i S ^ n Sr-^tf , 

£fc&:£»^fti£nTv^%«fcv , >c 3 ~ 7 ©J^^^n^y u -;i/-e&£o 

[0 0 4 8] 

hf&y, $&iCf*b<li-COOHS, ifett-COOR 2 T^5. 

— »^ ( I ) Ti: btft b < li> ^M^. * fel«^cM^T*fe y , fl* 

-jRsS (I) Xi:bT«F*b<W:-CH 2 -aS, -0-3S, *fctt-S- 
#tC^b<tt-CH 2 -Stfe^. 
(I) E£LT#£b<&E 2 *e&3 0 
[0 0 4 9] 

-«g£ (I) T*^3*iSft-£i»©"5^ #SbVvffellr%i:LTfcJu 
-J®5£ (I - A) 
[ft2 6] 

-jR5£ (I-B) 

[0 0 5 0] 
[ft 2 7 ] 
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-jR« (I-C) 

[0 0 5 1] 
Hfe2 8] 

\. Al n i 

/^N (I-C) 

(I -D) 
[0 0 5 2] 
[ft2 9] 
T , 

*t <»- D > 

[0 0 5 3] 

l b«© it^m cfc * ft & © *f e> ft s o 
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[0 0 5 4] 
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[0 0 5 6] 



ffiSEff 2 0 0 3 
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[0 0 5.7] 



mHE#2 0 0 3 - 
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[0 0 5 8] 



ffiHEft 2 0 0 3 
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[0 0 5 9] 



ffifE^F 2 0 0 3 
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O 3 


24 




4 


^^^^ 


15 


O 


25 




5 


H 3 C CH 3 
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^^O CH 3 
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[0 0 6 4] 



mSE# 2 0 0 3 



• 



#2002—058487 
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(I) T^SftS-fb^®©"^, TtfiftlRJK^&^bU fro, X# 
[0 0 6 7] 

Mb 3 o ] 



o 

(IA) 



[0 0 6 8] 

-K(IA) -JR^i (ID 

Mb 3 l ] 



o 

R 16 0 2 C~^E' (,,) 



■Mt«j£> -ttsS (ill) 

[0 0 6 9] 
Mb3 2] 



H 2 N' A < m) 
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[0 0 7 0] 

a, *^bhyri2h^s/^^^b^hy tfy^>jj?9>#) <£##t, 

0—10 0 iC-eMJS^itSZl tlCj; U^e>Zlil^^^§o 
[0 0 7 1.] 

(1) T;i/*y*n^js?, 

(2) Ifttt&ttTtcfc 

(3) ic**^iWK:J:aj»«flSliS, 

(4) $/ y ;i/S©BMRSMJi&* 

(5) &*&Jgv^ 

(6) ^*^M€:Mv^fcfl»#«iRlS^^tf 

[0 0 7 2] 

(1) T^*yitI*^)WK:J:SBl««filStt, SrtMMR.C**;--* 
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[0 0 7 3] 

a r-v-;^) **» cmt mj? 

yaffil, **>x/i/#>fk p - h S//1/1MS0 * *fctt*HM 

. [0 0 7 4] 

(3) J: WR ex--?** (^h^n. 
x^;-;i.f) , h/i/xv*) > >r 

«T*fe» d ffll7> ! 6'-9A#«T, 0-2 0 OXJfcMrCtffcfcfl*. 
[0 0 7 5] 

(4) j/y^*©K#«Rrt;tt. *fc**tb"5**WW* (^F^fc 
MV^T> 0—4 0°C(DMS"e^f &fc>:ft&o 

(5) AJn&»v^i»#«R*tt. m^mm mm. pH4.2~7.20 

»^Ml&&©#&T, jB*«&^»«^*fe«a*«**»»* v ^ 0-4 ox:© 

[0 0 7 6] 

(6) *Att*fcmv*«li4IABt&tt« (^an^x 
^^f;v*;i/A7^ F> fh5tKn77>, #«x*;k r-feh-hu;i/, y 

5 1 ffiSE#2 0 0 3-3.0 0 8 7 8 1 
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tt##*£T, (fh7^b'J7i-;v^70/^^^ (o) , 

zi^-fbtfx (hiJ7x-;v^^7^» ***** (ID , wmnvvvi* (II 

) > &ftbU* (bU7x-^70) n^^A (I) 30 fcJSWC, 0~ 
4 OXJ^M^fi'^tJtlSo 
[0 0 7 7] 

_hSHJSWMC%, T. W. Greene, Protective Groups in Organic 

Synthesis, Wiley, New York, 1999&Cfa^3 tlfc^Kl J: o T, BtMfift^- 

[0 0 7 8] 
[0 0 7 9] 

h y ^nnxfM, (Bn) 7x^S/^/S^^*f 

[0 0 8 0] 

*ai6©«wfifcbTtt, ***** hv+jum* *h*t/*** ( 

MOM) (EE)I, ^^f^xh^^fiKMEM 

) s> 2— rb^nFntr9~;v (THP) t£, h U **;i/>>U ;v (TMS) « 
hiJxWJ;i/(TE'S)S, t-7*f^^W^(TBDMS)I 
t-^W7x^S"^ (TBDPS) 7*^/1/ (Ac) fc^An 

-f/l/«, /<>y>f;i/S, (Bn) P~* b^^^S, TV* 

(Alloc)l, 2, 2, 2-b^Dnxb^^^X 

;i/ (Troc) mm&mfbti&a 

[0 0 8 1] 

T$jm<D&mmt.Lx\z. wjL&^y t-zrv* 
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i/i]}Vrt=.)im. (Alloc) S, 1 -**J\s- 1 - 

(4-tf7x-;v) xh^i/iji« (Bpoc) a, hU7^nriz^;v 
i//<>i;^ 'Op/i/****** (bom) 2- (m;**/i/*u/i/) 

xh*t/**/I/ (SEM) 3£*##W r &*i*. 
[0 0 8 2] 

. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1999 
[0 0 8 3] 

2) *fe> -«5S (i A) •e^stisft'&Wtt, -K* ( IV) 



35 (V) 

[0 0 8 4] 



CflSS 3] 




lit 3 4 ] 




(Sfctft, A a tt 
A la ^fc«A 2a S:^t>b> 
A la l* 
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3) 1~2<®<$C l~4T;i^;i/&T-S^$4xTVNT%J^«#t(Z)C 2-7 

A 2a &- G la - G 2a - G 3 - U 
G la & 

1) l-2-f@©C l-4T;^= 3 P;^•e@m^t^TV^T=bJ:V^C 1-3 r^^l^^ 

as, 

2) 1~2M©C l~4T;i/^;V*"eSil^tlTVAT% J^C 2-3 7il/^-^ 

3) i~2^©c i~4 7;i/*;i^^g$&3*vTv^%£VNC 2-3 r;i^-^ 

G 2a »G 2 i:|WIDSl*^^t>t-^ G 2a &C ioT^fc^tlSSlC-g-^tlST^ J 

[0 0 8 5] 
[0 0 8 6] 

3) — jR^ (I) T^3*lStt^tf>e>l3, T#|ft*]K : ? : &*hU X# 

-o-m%mfc>-tfc&®, -t&£>*>. (ib) 
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[ft3 5] 



O 

Ki a ~d (|B) 



[0 0 8 7] 

(ib) -vvk&nzfc&mt. (vi) 

[ft3 6] . 

hn a ' d- m 

[0 0 8 8] 

<z>##t> #;i>tf-Mfc;8!l i. l' ^ *V- 

;i> (CDI) , *X>f>^) 0 ~ 5 0 1C T?£J£S-£* - £ IC J: y 31 
[0 0 8 9] 

4) — «5$ (I) T'^^tlS-fb^^e)^, Ttflftifcjk^&^hU 2>^> X# 

-s-m*mt>-tfc&m. (ic) 
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[ft3 7] 



O 

>-N A ^ (|C) 



^i-^ic «fc o TiS5tf S d £ £ 5 o 
[0 0 9 0] 

-185$ (IC) TTjkZn&fcismiZ. -ffl& (VII) 
[ft3 8] 

A* 

HINT D' (v,,) 
HS^. E . 

(^tfr, 1-^T<0fa#&t&fB£H£^i&&^i*>1% ) t^S *l&ft^#&> Mit 
[0 0 9 1] 

So 

[0 0 9 2] 

5) (i) -e^3ti-5^<fei©e>^> T^anac^Ffc^fc-rfls^ 

-jR55 (ID) 
[ft 3 9 ] 



S 
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[0 0 9 3] 

(ID) T^S*l5ft^»* (VIII) 
[ft4 0] 

O 

E" 

[0 0 9 4] 

?*y<tM (a-V>«H (2, (4-^^>>7x-jI/) -1, 3- 

o#^Tx o~i50°c -e^/SS 31 £ Kl <fc »J ft $ Z % - 
[0 0 9 5] 

6) (I) t^^Slb^O^, D^-CH 2 OHl^tM 

, (ie). 

Ut4 1] 

T 

K N A -CH 2 OH (1£) 
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[0 0 9 6] 

(IE) ^S*l«flS^«3!tt, (ix) 
[flS4 2] 

T 

J^N A ^C02R 16 (|X) 

[0 0 9 7] 

[0 0 9 8] 

7) -0* (I) T^StlSft'&'fe©^^ D^-CONR 3 S0 2 R%> -C 
ONR 6 R 7 I, -C0NR 6 SO 2 R 8 I, %t=.\%-QO- (NH-7^iil 

-co) ra -oHi^fctft^-t^^> -Kss; (IF) 

[0 0 9 9] 
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[ft 4 3] 




D a ii-CONR 3 S0 2 R 4 S, -CONR 6 R 7 I, -CONR 6 S0 2 R 

8 s, ^^li-co- (nh-7^;M-co) r oHit«)U 
o t ^i^jt-r & r ^ b s o 

[0 10 0] 

-«*55 (IF) TfasSftSft^W:, (X) 
[ft 4 4] 

T 

Kist av cooh (X) 

E' 

(;£*, ^T<BfB#fcmfSfcBD.S«*£m)^«. ) T*^£*i£ftl»^ — «ft 
* (XI- 1) 

[0101] 
[ft4 5] 

H-NR 3 S0 2 R 4 (XI-1) 

T?a*S*l*ft-£«K *fcfcfc-«5£ (XI -2) 
[0 10 2] 
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HIS 4 6] 
H-NR 6 R 7 (XI-2) 

(XI -3) 
[0 10 3] 
[ft4 7] 

H-NR 6 S0 2 R 8 (XI-3) 

(XI -4) 
[0 10 4] 
[ft4 8] 

H-(NH-7?y^S-CO)m-OH (XI-4) 

[0 10 5]! 

(1) iA9>f K&ffiv%5^, 

(2) »-&»M*« ! feMv\45*8s, 

(3) |f^«fcM^S#8«Wtf&ft*. 

6 0 ffifE4»2 0 0 3-3 0 0 8 7 8-1 
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(1) gfc/N9>f K&JBv*s:#8u 

(2) m&wtM&®>*%^2>'%&> 

(3) H-&»*fflV%6*«j*««#W r &*l*. 

[0 10 6] 

, e;x^;i/x-^;w fb9uFB79>«) o~4 0X3©»flr«fc3* 

) r^/*y*»* at** fett*iftt h y f fcjswc, 

[0 10 7] 

(2) »£«**fc&Jfv^:£llstt, ^ DD 

mm&vvy. hux^r^v, s?^^r-u>, v**»r 

^nn^lx^, ^no^v^^) o~4 or*eEJ£Si*\ #£> 

[0 10 8] 

(3) »#a&Bvx*#*tt, ^vtar^vs, *«W (* 

5 tKn77^) *fctt*»*r*. **(truy>. Fux^/vrsy, 

6 1 2003-3008781 
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(l, 3 -v*/9Uf\*i/jn/1]jn/&V4 § K (dcc) , i-x^;i/-3- C 
3- (5;**7uy^y) #/i/#5M3K (edc) , l. i' 

#=./bs;-f 5*V-/i/ (cdi) > 2-*nD-i-^WJ^-f^a<'* 

1 -^uVfrTbXrkyWftK&te-fo® (l-propanephosphonic acid cyclic anhy 
dride, PPA) m) ftffiV^, l-fcFn^WXh'J7!/-^ (HOB t ) 
£MV^7WSV^VnT% 0~4 0 e CT'BLJ&2 w IC <fc *J ^^t>tl S . 

£*ie> (1) > (2) (3) <D ^1Ttl%**&&#X (TK3y 

[0109] 

8) (i) T*^£*i&#2PM;iHS!<z>e>*>> d#-o- (co-r^;^ 

[0 110] 
[ft4 9] 

T 

Kn *^" (IG) 

D b &-0- (CO-7^«i-NH) ffl -HS*feli-OCO-R 

t Kifcir-fimK * o t ^KJi-r * 3 tfT-i* * o 

[0 111] 

-j383; (ig) T?a<s*i*fl:^*tt, -JttS; (xi D 
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[ft 5.0]. 




mVMftZ&t>-ta ) T»a<Sft6ft^«il. (XI I 1-1) 

[0 112] 
[ft5 1] 

HO-(CO-T 5 J ^a»-NH)m-H (XIII-1) 

^TCK^tttWafcHCjftWsSr^Jb-r^ (XI I 1-1) T* • 

XI I I - 2) 

[0 113] 
CflS 5 2 ] 

H0 2 C-R 10 (XIII-2) 

[0 114] 

(1) i^7^fF^fflv^m 

(2) m&mm*ys&%^&-fi&i> 



2003-3008781 
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(3) ffi&MZM^z>J}&&&&tf e>^&. 

[0 115] 

;i/T^>, v*mr—Vy. s^^r^ >> try v^nt^x^^ 

tf> T-n/*y*»«t (If** fcS*iftt h 'J 7ii^) fcfflv^T. 
i/\5-f Fa 0 — 4 0^t?^Si^§^illCj:»J^^^ -iltit'^S. 
[0 1 i 6] 

>f>^n7>f F> Fi/;i/?D7'f F, *2//l/*n^>f K480 > ( 
^on^^K ^nn^y^fAf) o~4 0t:T*SiS§t, #£> 
'*i (*nn*M/A, ^nn^^x ^^^-r 
;K fF7tFD77>f) 0~4 0°C"T?M^^-tir^wi:}c j: 

[0 117] 

fh7tFn77>^) ztcizmmMT*. (tru^>, hyx^rs 

*8£*9 (1, 3 -V*/9W\**/fr*ifrtfV>( § F (DCC) , l-x^;i/-3 



miE# 2003-3008781 



iff 2 0 0 2-058487 

- [3- (^*^;t/T^y) ^ntr^] #;i/Jl?$M s K (edc), i, i' - 

#/WKri/l/5M 3 (CDI) , 2 - ? a D - 1 -* *JlV U A3 

?fg, 1 -^ntf/l/* (l-propanephos P honic acid cyclic 

anhydride, PPA) ^ &JBV\ l-KKn*M>Xh'J7!/-^ (HOB 
t) &MV*<5jWSV^V^, 0 ~ 4 0 S C -e&jS£1±& ^ IC <fc U ?T&fc>*lS - 
[0 118] 

rtifc (i) , (2) (3) ©s/Stt, v^ti&^ffitfx (r;i/^f> 

[0 119] 

9) -jRs; (i) ^a*i**^iwft^*«>i^ D^^/^^at&^fc-rfls^ 
m. -m#i (i h) 

[ft 5 3 ] 



T 

(IH) 

E 



A ^CHO 



^-r^atc * o t %sg5t i- & d j^-e i* & . 

[0 12 0] 

(ih) X'Tskzn&ft&mz. (xiv) 

Mb 5 4 ] 



T 

V ^N A "CH 2 OH (XIV) 
E' 



6 5 mSE#2 0 0 3 - 3 0 0 8 7 8 1 
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[0 12 1] 

(1) Ts'OyW.i'^ (Swern oxidation) fc^V^^j^, 

(2) -J 2 *— "7 — ^'S'WSi (Dess-Martin Reagent) fc^VvS^^s, 

(3) ^>3j< (TEMPO) ttli&WV^^tt 

[0 12 2] 

(1) ^!7y»flSftMV>ft*«tt, (fDD^ 

x*/i/ys>, n, N-^y^n^wr^ N -*^;v=e;v*y 

N-x^tr^y ^Tif^i/^n [5. 4. 0] 9>ft"7-i>*) 
7 8 ~ 2 0-C-££j&£-&& dl^Ci ytffcfrtl*. 
[0 12 3] 

(2) s**-Y-*>WKft«v^#tttt, (*nn*/i/A 
, ^nn^x i, 2-^nni*v, fh9nKD75>, y-fehxb 
y;w t-^f;vr;^-^) i. i-MJT 

l-^Fa-i, 2-^;a-w-A'-8-(iH)- 

<Z)#£T> (tfU^>^) ©#«"F*fett*#ftT. 0-40TJTJR 

[0 12 4] 

(3) ^>*t«*JSv***t*iau «*.«*■ ««« (fnn^A, t>*n 

) **&t«:ft (2, 2, 6, 6-^h^^^;v- 
i-**y v=.***v, mm<£*m*. & 

6 6 ffilE# 2003-3008781 
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^A^O ©^T^THi^&T, 2 0 — 6 0^CT*Mj&2-&5;i£lcj; yfjfcfc 
[0125] 

>\ifcftT*^« : fecDT?a)*i«4#tcl»)e3*i.«iV^ s?H->XlMfc; pcc 

KlJ:*KflS, Slfcft-f • tf U2?>li#fcffiV\*BMll*fe** rcomprehensive 
Organic Transf ormationsj (Richard C. Larock, VGH Publishers, Inc., (198 

9) page 604-614) JCffi«3*lfc%©#JSV*b*l<&. 

[0 12 6] 

10) -jRsS (I) T*&tStl&*mm<t&*KD$%* Dtf-COOR 2 S, *fe 
fet-COOR 9 *^*)^-^, "5, — JttsS (I J) 

[<ffc5 5] 




(5£#, D d ii-COOR 2 i, £fc&-COOR 9 g£^i;fc>U ^(Z)fi&©ia#» 
[0 12 7] 

(I J) "Gj&Ztl&it'&mZ* (X) 
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Ut 5 6 ] 

T 

)-- N A -COOH (X) 

^ (XV- 1) 

[0 12 8] 
[ft 5 7] 

R^-R 2 (XV-1) 

^i*?:^t>fo ) T-^Zft&fc&m. Hfcte-jH^ (XV- 2) 
[0 12 9] 
[ft5 8] 

R 17_ R 9 ( xv-2) 

[0 13 0] 

-«5* (XV-1) fcitf (XV- 2) |Ci3V*T, R^aMc^HS*:****** 

© x^^MbM^s imm t mmKft e> ^ t &x*m . 

-0* (XV-1) (XV- 2) tCfcV^T, R 17 ^D^>I??:*fc 
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&m mm*vv2*, mm-t^v^, mm-t-hw^ mm^m^v^^ mm 

7kmi-hVV^ 7kMtt*VV^ TfcMtt^b V?A^) ©#&T, 0~150°CT* 
2 i* h Z. £ K J: y fj e> r £ tfi 3 . 
[0131] 

(III), (IV) , (V), (VI), (VII), ( 
XI -1), (XI -2), (XI -3), (XI -4), (XIII-1), 
(X I I I - 2) , (XV- 1) fiiD 1 (XV- 2) T?m3*i»Sft-&4fe»-€'*iB 

Hit a:, (vi) (vi i) v^zn&fc'&mteMT&fci&xn 

[0 13 2] 



CflS 5 9 ] 



NH 2 



OHC' A *D' (V) 



(VI) ^ 



(XVII) 



A* 

HN' D' 



A' 

HN D* 



(VII) 



(XVIII) 



[0 13 3] 
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Mszcs**, ffl*«»nbTMv^-jte: (xvi) t^sns^i^ 

[0 13 4] 

WD7h^77^-, il^7h^77^-, **VM**9A*n^f 

wnji#a>*«R»cj:y«H'r*rii^T?«*- ***** 

[0 13 5] 
[0 13 6] 

. (Sugimoto) (J. Biol. Chem. 267, 6463-6466 (1992)) K 

FV'Z'?*—*'?**'? (V*XEP r EP 2 , EP 3a 
,. E p 4 ) fc*fteri»*bfcCHO|«&fc«Rb, BHK&fcbfe. 

MlbfclKff* (0.5m g/ml) , SH-PGE^^tUOO^l 
) RlSftW^r- (3ml) T?#lh 

U ^ffiT^I5iibT^bfe 3 H-PGE 2 $:^^^^-f;^- (GF/B) 

ic h ^ * ^ b , jMrttftf tstt & % > y * u - * - **** b fe • ■ 

[0 13 7] 

Kdtttt, Scatchard plots* &*«>fc [ Ann. N. -Y. Acad. Sci. 51, 660 (1 
949) ]. *MMtttt*mHM (2.5 aM) ©**«PGE 2 ©#«TTf©»# 
fcbT*»fe. *»Wft««ICj:* a H-PaBj»#fe*f|i««»*tt. 3 H" 
PGE 2 (2.5nM) ^^^^TO^&^^^^bT^ofc ftfi, 

7 0 2003-3008781 
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Av ? 7 - . lOmMU^'J^A (PH6.0) , ImMEDTA, 10 
mM MgCl 2 , 0.1M NaClo 
[0 13 8] 

' [R l ] 

Ki = IC 50 /(l+( CC] /Kd)); 
HJgi4 (1) ©{^©T^^E P 2 %mmztt? (KiH) tel 

[0 13 9] 

■ mm " 

[0 14 0] 

T N F — a WL&ffiM, I L — 1 0@i£TOJC|l^bTV^h#*£>*lTV^fc& 

, EP 2 &mmzffi&?2>fc<et®te, ftmrnm (mmm^mmm^& (als) 

, #3gttM^, S/x-^l/^M^ @4£MSy*v^, MttxUfTh- 

, HI, gfcft|it&£cDmi*«IM, i&jia*£, Mis, fl^*, a? 

^ttfifc, -tt'ffiw^) , "g^, mn^^B mMm, -^issa^ 'M&mmm 

. T-Vffi&ik'&Wi^ (still)*, ftft* £#'t4l^®. 
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XMW**©#»fc «»t«i-»«' 

* 

CO 14 1 ] 

•tt.-ftftS* («Wltt***«* (ALS) , #*tt*flak J/ 

> ***** **** ** 

* ***** *ttiff** Wife « 

; T^Jfiiffi. ***** Wufcft* *** 

v^77-«ftit^ (stiii) * «fc 

* ****** in-vn* mt*<»**4 ******* 

#NW**, t/a^«©^ttfi*^* fe ^ c * ffl, ** k * i6 
tlTVN-S. EP^^MlC^^Ufe^ W**> +- 

T % £ $ -e & 6 H # *. ti £ o 
[0 14 2] 

1) ******* anac*********- w«KH*s*att* 

Sit. IWItfffiWfcff^******** 0 > 

2) nfttt*«tt* ^,n;vfn^Fi«f» V«JWW 

***»«**. ■*•»***** ^y>w«tii«. Mnnm 

ft****. miCWtii*. «tttW» 

7 2. tiJS#2 0 0 3 -3 0 0 8 7 8 1 



#2002—058487 



[0 14 3] . 

b xmm * « * - 

[0 14 4] 

1 ) -e CD-fMrfc©^!^ * tf/ * J: tf / * IWMU 

2) *<0iK&®<DW>1& ' iftJRifc**. 

[0 14 5] 

8sttWl5T?%JlJ!fco , tV:* , t%J:V*. 
[0 14 6] 



2003-3008781 
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/UfcttJUaf S^A^fctltiiV^- 
flMMU X^hD^iE MUfh-Vmm* >fV79^m 
[0 14 7] 

[0 14 8] 

&tt (NSAID) , XfH>f KM, *^*yiX?9-1?4l«lWtf6 
[0 14 9] 



iHU^ 2003-3008781 



#2 0 0 2 — 0 5 8 4 8 7 



[0 15 0] 

(i)-T?*an*ft-Mfc©*»*ic*fi-«^tt6J:tf/*fctt. 

[0 15 1] 

r& & «fc # / * i*»ae»*©#^ * of / * fe tc #> ©ffi© £ u t & 

o 

[0 15 2] 
[0 15 3] 

(i^7'J7D) > Bayl 9- 8 0 04, NIK-616, >> U ^ ^ ^ h ( 
BY-2 1 7) , %/AJ*?4 V> (BRL- 6 1 0 6 3), (CP- 
80633), SCH- 3 5 1 5 9 1, YM- 9 76, V-1 1 2 94A, PD 
- 168787, D-4396, I C - 4 8 5 tlSo 

[0 1 5 4] 
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*-/WlFn*-K y*Fn*-M-MJ*A* **FD*-K i/l/FO*- 
[0 1 55] 

*^S/b->WHfcbTtt, #**F-^ x**bi>Wtf6 

PGSW^Ttt, PGE5WWKBP1, EP2; E P3, EP4)> P 
GD3MMMDP), PGF5W*(FP). PGI»(IP)W^ 

[0 15 6] 

j/ yip, ?***9*Jy* ?ux*y$tt¥****vy* ********* 

y WtFn^f^ SibKn^f^ Hi* 

»^d^^ ^F^nv, *n n***>* 7^Fn^^ 

[0 15 7] 

^mm. ffiwrnuT, KKti3*f^ ,J5/|kFna 

/i^v^FU*^ ^^Ka^vtF^A, ^^^^ 

7 6 »2 0 0 3-3 0 0 8 7 8 1 
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[0 15 8] 

y-F, h'J7AJ/;nv, ST-126P, S/^l/V-K,^ 

[0 15 9] 

n^l^U >, x«7'JX &&LbV *b*rJ-^ «ift^^rV^^U> 

y^n-;i/, SSt^i'>7*rB-^ »77*fn-;K mmv b^vy. ^y 

lUhMdftry, g^^F'JV, AR-C 6 8 3 9 7, V 
•RVfr-fZ^-Jl, R, R^tf/b^n-/!/, KUR- 1 2 4 6, KUL-7 
2 11, AR-C 8 9 8 5 5, S - 1 3 1 9 ^WfefrSo 
[0 16 0] 

D>f a Vux^WJSSiaWfcpTtt, -f^y^-ftx hTKMf, ^y 

f;i/^b, if^;WV#X K iZ^hD^K MCC- 8 4 7, KCA-'7 
5 7, CS-615, YM-158, L- 7 4 0 5 1 5, CP- 1 9 5 4 94, 
LM- 1 4 84, RS-635, A-93178, S-36496, BIIL- 
2 84, ONO-4 0 5 7 mifi&tf btlS. 
[0161] 

7 7 2003-30 0 8781 
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[0 16 2] 
[0 16 3] 

y-fe?^X^>, tf^rlfh^K, f^7itS?>, 

x^V7xti;>, n^^^>, fxD7^x S^tn;^>^x tak- 

4 2 7, ZCR-20 6 0, NIP- 5 3 0, ^^y>7nx-h, ^V^X 
=f-y^ BP-2 9 4, 7>F7XK ^-777^ T?VA**y^tfmf 

[0 16 4] 

, l^;Un/<-h (UK-l 1 2 1 66) ^We>ti5. 
[0 16 5] 

[0 16 6] 

Bfc^'.nAA.^S/^, #;1^*/XtM>, Si7>7*n^rV-;K Ii7>7*n^ 
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[0167] 

**H*fcbTau ********* cfgf) , ******* 

* (VEGF) , jfHMUftftB? (HGF) , >f>^'J>i^ (IGF 
_ i) ^^JffetlS- 
[0 16 8] 

A T*bfiJ5/, r^y>-^^*-bW^ S^*^*** >f>F* 

Q7l> , D ^7-D7x>tb'J7i, W^n7x>, if;vh^n7x 
> ^7xtAE )l7xtM7^-7A, b*7xt*i, 7n^7x 

[0169] 

n*7.«F, ****** r*y*n***7*F. ****F, ^d; 

[0 17 0] 

7 g m«E3f 2 003-3008781 
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[0171] 

#380J!T*Mv>3--ll85£ (i) T-^£*i5##&i£fbi^ (I) "e 

[0 17 2] 

I8^*&> t&*8&*, «&«l»IBI*K:J:yj|fc* 

f&A-*A&fc*K lUHCo^ lng^Pjl00mg(D^H"?\ lBHS^k 
»HftP«#S*lS^ *fel«A-Afe^y^ l®JCo£, 0.1ng^P,10mg<Z) 

«ht?, i h iiii3^6»«ia*»pa#sns*», h n»H**624i»m 

[0 17 3] 

o 

[0 17 4] 

— jttss (i) -ca<ans*»ift:^*> (D 

&«#-r*ilK:B:, ftRK^<Z>fctf><Dl*JBRJ8HJga!U WARM 

[0 17 5] 

So. 

[0 17 6] 

*fett«mJRf y->nh~;K ^n-x, ttSSft-fe^/P 
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& © JK $ *l 3 -5 ^® © * ^ * ^ * & ^ s s ■ 
[0 17 7] 

ffft*I. "H-lftW, **** 

J:v>„ 

[0 17 8] 

^ftPft^fflfeft©^®^^^ ^SIK f 

, mam* mm. v-*>hn* wbm* x-^-au j&raau 

[0 17 9] 

■*»«l*»»*fctta«««*^^*** c * IJ • Blfc ** ,, *■ <, *- tf * 

(r**** ^J^>* ws*ym. 

8 1 ffifS^ 2 0 03-3008781 
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(x^l/^yUzr-M j;ifV>^J3-M ^ntrv^yun- 
fc«*OTBv*e,*i*. £*>ic. *«*fv fttifflU iHMMIU *«a 

[0 18 0] 

5W, /$>*l KritSB** & » *i * % * « 2 «JS*± &»-£bT/§^&jft5. 
[0 18 1] 

yn-;i/, , l, 3-^fi/>^'Ja-^) , WR7/I/3-/I/ (2-/n^^;v 

[0 18 2] 
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[0 18 3] 
[0184] 

, t>h^££te**i^±<^1»£*> y;to-;i/ (x#;-;k jj<yx^v> 

[0 18 5] 

^7K^^- h V t> A <z> <fc e> £ ^3S44 & & «k ? 03*. tffctis 

h U ^x>itb'J i?A&£V^;£*x:ym<2<fc3fc^^&'^ ; tt-'^ v, '' r 

feiK ^^l/-»©«5a*«tt, «*tf#BMMW 2,868,691 #i3J:tJPW*3 
,095,355 #{C|¥b<fH^^tl v tV>^ a xT % y;i/^ia LT^Sfc&V^ 

[0 18 6] 



2003-3008781 
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#«jyMrhBo (h«d *> , mmm> mm* 

[0 18 7] 

*«£*0Hft £ <fc iWMHItf* * *i * - 
[0 18 8] 

«*#**&©«***>*#«**&*«• J*W 

sitt. e*fb* (tflsth^A, «iry*y , mum ojym+hv 

[0 18 9] 

8 4 tBSEft 2003-3008781 
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[0190], 

[0 19 1] 
[0 19 2] 

[0 19 3] 
[0 19 4] 

8 5 ffi«E4* 2003-3008781 
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• 3p t/ # ;i/jJ<— %^t>~ta 

[0 19 5] 

S - (2, 2-^xhdfS/X^/l/) X^>^^X-h 

[fise o] 



o 




T;i/=T>#ffl^T> S?5lf^*M7'5 F (20 mL) cf», 

(7-29 g) (4.23 g) 

o 

[0 19 6] 

TLC « Rf 0.56 (n-^V-y : lSif^=9 : D J 

NMR (CDC1 3 ) : 8 4.43 (t, J = 5.4 Hz, 1H) , 3.67-3.43 (m, 4H) , 3.04 (d, 
J = 5.4 Hz, 2H), 2.28 (s, 3H) , 1.14 (t, J = 7.2 Hz, 3H)„ 
[0 19 7] 

2- (2, 2-*;ih*fxf*f*) f7y^-4-^j^>i*xw 
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[it 6 1 3 



H 3 C. 



^H 3 



CH 3 

0—r 



##Mlt«bmft (1-76 g) , 2-^W«-4-^> 
iif^Mf^ (1.80 g) SJ^y*****?-'* (6.18 "D <Z>**^ 
(10 mL) mWLK. JK^T-CKKAU^A (1.57 g) ft**., *«T?««i« 
#bfc. £©£JS»*K:*ftin*- BWlx^^Tf«lffibfe. 

[0 19 8] 

TLC : Rf 0.40 (h;VX> :Wxf;i/=9 : D 5 

NMR (CDC1 3 ) : 8 8.02 (s, 1H) , 4.77 (t, J = 5.4 Hz, 1H) , 4.39 (q, J - 7 
.2 Hz, 2H), 3.79-3.54 (m, 4H) , 3.47 (d, J = 5.4 Hz, 2H) , 1.39 (t, J = 7. 
2 Hz, 3H), 1.22 (t, J = 7.2 Hz, 6H)„ 
[0 19 9] 

2- *TV-»-i-%»*y*' ******* 

6 2] 



OHC^S 



CH 3 

O 



#^2T«imf^^ ; -/l/ (15 mL) IC**U (5.7 mL 

8 7 tttfEflf 2 0*0 3 - 3 0 0 8 7 8 1 
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-^W:itx^=3 : 1) Tffi*tt«&#***Sft-&*J ( 

714 as) 

[0 2 0 0] 

TLG : Rf 0.20 (n-^t> : 1); 

MR (CDClg) : 8 9.72 (t, J = 2.1 Hz, 1H) , 8.05 (s, 1H) , 4.39 (q, J - 6 
.9 Hz, 2H), 4.09 (d, J = 2.1 Hz, 2H) , 1.39 (t, J = 6.9 Hz, 3H)„ 
[0 2 0 1] 

##M4 

(IS) -1- ( 1 -Xfjl/J/^D^fib) - 3- (l-7i-;i/-lH-fb 
[ft 6 3 ] 




(is) -l- (i-iw?n7*f*) -^n;t>-i, 3-^-;i>( 

8.90 s) (110 mL) **C fh^^T^-^^^n^^f K ( 

1.56 s) , 2N3jC»ft^hy ^A*fS* (170 mL) £2ftJ*.fc 0 ^ 
S/^H9>fF (11.3 g) ^^m25°C|u^T*inx> 2 5X3T?lBMH*#Pbfc. S 

j»*«»ci -7i3- i H-fb^y-A/- 5-^*-/b (ii.o g) &#nx.> 

&m (17.9 g) 



mSE# 2003-3008781 



#2002—0 58487 

TLC : Rf 0.67 (n -*s*?Vry : WWl^n>= 1 : 1 ). 
[0 2 0 2] 

(IS) -1- ( 1 -^)\;V>?U-?=f-M -3- (l-7x-^lH-fh 
[ft 6 4 ] 




##M4-e|g5tbfc'fb^(17.9 g) <D*&J-)V (225 mL) ^iC, fit' 
OXONE (52. Og) (225 mL) K:»# LfefcttSrill*.* 6 0 1; T* 8 WNffl* 

zm-tzmmt'&w (19.7 g ) 

TLC : Rf 0.78 ( n -^-fry : Ifl»X^/l/ = 1 : 1), 

[0 2 0 3] 
»»«6 

(IS) -1- ( 1 -Xf;i/i/^nW) -3- (l-7x-JV-lH-fb 

) -fuxy 

[ft 6 5] 




2003-3008781 



#2002-058487 



y;i^>#B^T, ^Ws-zWkhtcitlsm (19.7 g) &&x$2, 

Kn-2H-t'7> (5.68 g) (Dmt^^-Uy (100 mL) mWtt^ *fc#T, P~ 
h;i/X>^;i/3^>^l7KfB^J (54 mg) feiH*., 0 n~ 1 0 °CT' 2 #|R|#l#Ufe 
„ Z<DRm^WLK b 'Jxf;i/7^> (1 mL) £#n*.fc^ifi 

^^yAW7A^D7h^7^ - (n-ss^-y-y : iixf^^a : i-> 
4:1) x-m^Lrrmmw^mt^M^m (15.3 g) £#& 0 

[0 2 0 4] 

TLC : Rf 0.50 and 0.45 (n-^s^i?-> :Sf^X^;i/=4 : 1) ; 
MR (CDClg) : 8 7.80-7.50 (m, 5H) , 4.65 (m, 0.3H), 4.44 (m, 0.7H), 4.0 
5-3.40 (m, 5H), 2.30-1.35 (m, 16H) , 1.00-0.85 (m, 3H) D 
[0 2 0 5] 

(4 R) -4 -3j>;v5^-4 - t -7b**s%Ji'tf-KT$ )-7%yW. • 

[ft 6 6 ] 




T;b3f>#K^T, (4R) -4-t-7*h^»»7^;-5-tK 

n^i/^!it>i'Xf^xxf^ (i.62 g) fej;r?^^V7°ntf;i/xf;i/7^ 

> (6.5 ml) ©^*^;i/*/I/Jfc^S/K-if^x^/l/»^j8?K (1 : I, 40 mL) JC 
, MTt'Hi«f' \fV*?>mfo (2.96 g) Sr*B^., MK'llHI#b 

(1.65 g) &#fc„ 

[0 2 0 6] 



ffifEff 2003-300 8 781 



#2002—0 5 8487 



TLC : Rf 0.25 (n-'s*^ : Sf^X^;i, = 4 : 1) ; 

NMR (GDClg) : 8 9.60 (s, 1H) , 5.20 (br, 1H) , 4.27 (br, 1H) , 4.14 (q, J 
= 7.2 Hz, 2H), 2.60-2.20 (m, 3H) , 1.91 (m, 1H) , 1.45 (a, 9H) , 1.26 (t, 
J = 7.2 Hz, 3H). 

[0 2 0 7] 

(4R, 8S, 5E) -4- t 8- (1-X^;V 
[ft67] 

HN' BOC QTHP 

7/l/=f:/#H*;T. ##«6Tf®3Sbfeft^®-(4.31 g) 2-5>* 
h*i/X*3/ (30 ml) ttftlC, -78°CT*0.5M *'J9A X* < 1* U **/l/i/U 
;v) T5FOb^x>»* (18.6 ml) fciRTU l ISM bfc- - 

©fij«»«K:##«7T?«56bfcfls^* (1.65 gj ©l. 2-S?*h*$/x*:/ 

tttt(lOal) ^ITb, 2»W*»»TOT5*Tf»«Ofc- ^©MtK:^ 

: i) ^mmhxrm^u^'t zumt&m a. 20 g) 

[0 2 0 8] 

TLC : Rf 0.50 (n-^*^ :»ffcX^^/=4 : 1) 5 

NMR.(CDC1 3 ) : 8 5.85-5.55 (», 1H) , 5.45-5.30 (■. 1H) , 4.65-4.55 (>, 1H 
), 4.20-3.85 (m, 5H) , 3.65-3.40 (m, 2H) , 2.45-1.40 (m, 20H) , 1.43 (s, 9H 
), 1.30-1.20 (m, 3H), 1.00-0.85 (m, 3H) B 

9 1 ffi&Ett 2003-3008781 



*{#2 002-058487 



[0 2 0 9] 

(4R, 8S, 5E) -4-7^-8" (1 -X****n***> 
[ft 6 8] 




#fi8T«b^ (172 mg) ©X^^ (2 ml) »»IC. «^ 

(o.5 m i) tan*. aaT?8»wa#bfe. r©******^ 
, mmb&tfa (120 mg) &#^o 

TLC : Rf 0.20 (^DDW : : D • 

[0 2 10] 



1 



(16a, 13E) -17, n-W/'H-eWW-l- C4-* 
b=f^^-WT«»V-2-^) -9-*+V-l-. 2, 3, 4, 20 

Ufc6 9] 




9 2 ffliE#2 0 0 3-3 0 0 8 7 8 1 



^2002-058487 



»bfctt*« (102 ■«) (0fh9tKn79> (2 -L) i*&i^3 0^I 
**T?«*#tfPbfc. r©fi*»*K:*fetD^ I«X*/l/T!*lffibfe. * 

*ffi|Bfc^'*S#&W J ffr£W (93 mg) £#fc„ 

[0 2 11] 
TLC : Rf 0.29 (ftflfcx*-/!/) ; 

MR (CDC1 3 ) : S 8.02 (s, IH) , 5.82 (dt, J = 15.3, 6.9 Hz, IH) , 5.39 (d 
d, J = 15.3, 8.7 Hz, IH), 4.39 (q, J = 7.2 Hz, 2H) , 4.19 (», IH) , 3.82 ( 
m, IH), 3.56-3.35 (m, 4H) , 2.50-1.55 (>. 13H) , 1.40 (., IH) , 1.39 (t, J 
= 7.2 Hz, 3H), 1.26 (m, IH) , 0.90 (t, J = 7.5 Hz 3H)„ 
[0 2 12] 
1 m ~1 (16) 



[0 2 13] 
1 (1) 



(1 3E) -20-^-1 B -tlKn*^-9-**V-5 f 1 7-**T 

- 8 -rtf^n**- 1 3 • ^;i/xx-^;v 

[ft 7 0] 




[0 2 14] 

93 mfE#2 0 0 3 - 3 0 0 8 7 8 1 



#2 002 — 058487 



TLC : Rf 0.40 (l^x^;i/) ; 

NMR (CDClg) : 8 5.73 (dd, J = 15.3, 5.1 Hz, 1H) , 5.61 (dd, J = 15.3, 8 
.1 Hz, 1H), 4.24 (m, 1H) , 4.15 (m, 1H) , 4.08 (t, J = 7.2 Hz, 2H) , 3.68 ( 

m, 1H), 3.11 (m, 1H) , 2.80-2.20 (m, 13H) , 1.97-1.70 (m, 3H) , 1.67-1.32 
(m, 8H), 0,94 (t, J = 7.5 Hz, 3H) , 0.93 (t, J = 7.5 Hz, 3H)„ 

[0 2 15] 

iiii (2) 

(1 5a, 13E) -1 5-tFa^fi/-5- (4 -X h^f i/^-^f 7^ 

-;v-2--f;i/) 1, 2, 3, 4 5 -^r- 8 - 

Tif ^D^^- 1 3 -x> 
[flS 7 1 ] 



o 




[0 2 16] 
TLC : Rf 0.51 (Bt^X^M 5 

NMR (CDClg) : 8 8.02 (s, 1H) , 5.78 (dd, J = 15.3, 5.7 Hz, 1H) , 5.54 (d 

d, J = 15.3, 9.0 Hz, 1H), 4.39 (q, J = 6.9 Hz, 2H) , 4.21 (m, 1H) , 4.10 ( 
m, 1H), 3.79 (m, 1H) , 3.50-3.38 (m, 3H) , 2.50-2.10 (m, 3H) , 1.95 (bs, 1H 

), 1.77 (m, 1H), 1.66-1.20 (m, 11H) , 0.87 (t, J = 6.9 Hz, 3H)„ 

[0 2 1 7] ( 

iiii o) 

(15a, 13E) -2 0, 2 0 -X* J - 1 5 - M Fn 9 V " 5 

g 4 mfE# 2 0 0 3 - 3 0 



— ^7—8 — 7~*fzftt — 
Ut7 2] 



^2 0 0.2-0 5 8 4 8 7 
1 3 -x>@£ • 7^jl3i%"r)\; 




OH 



[0 2 18] 
TLC : Rf 0.49 (@f^X^;i/) ; 

NMR (CDClg) : S 5.74 (dd, J = 15.9, 6.0 Hz, 1H) , 5.52 (dd, J = 15.9, 8 
.4 Hz, 1H), 4.21-4.03 (m, 4H) , 3.63 (m, 1H) , 3.10 (m, 1H) , 2.73-2.20 (m, 
9H), 1.98-1.18 (m, 16H) , 0.93 (t, J = 7.5 Hz, 3H) , 0.65 (m, 1H) , 0.40 ( 
m, 2H), 0,00 (m, 2H) a ' 
[0 2 19] 

-(1 6 a, 1 3 E) - 1 7, 1 7-^U7\V - 1 6 - fc. KD **/- 9 V - 
2 0 - J 8 -Tif ZfU7,Z - 1 3 -J^yW. ' Xf^XXfJl/ 
[ft 7 3 ] 




[0 2 2 0] 
TLC : Rf 0.42 (If^X^;i/) ; 

NMR (CDClg) : 8 5.77 (dt, J = 15.3, 7.2 Hz, 1H) , 5.38 (dd, J = 15.3, 9 

9 5 ffi!E# 2003-3008781 



#2 002 — 058487 



.0 Hz, 1H), 4.12 (q, J = 7.2 Hz, 2H) , 4.03 (m, 1H) , 3.62-3.44 (m, 2H) , 2 
.88 (m, 1H), 2.50-1.20 (m, 23H) , 2.28 (t, J = 7.5 Hz, 2H) , 1.25 (t, J = 
7.2 Hz, 3H), 0.93 (t, J = 7.2 Hz, 3H)„ 
[0 2 2 1] 

iiii (5) 

(16a, 13E)-17, 17-^;-16-HKD^-9-^V- 
2 , 7 _ (i, 3->f>^-7x-l/» -3, 4, 5, 6, 20-^>*/;V 
_ 8 -yifzfuTsZ- 1 3 -X>^ • ^f^XXf;V 




[0 2 2 2] 

TLC : Rf 0.54 (# nn^^A : J -)V= 9:1); 

NMR (CDClg) : 8 7.30-7.22 (m, 1H) , 7.20-7.10 (m, 3H) , 5.70 (dt, J = 15 
.0, 7.2 Hz, 1H), 5.34 (dd, J = 15.0, 9.0 Hz, 1H) , 4.91 (d, J = 15.0 Hz, 
1H), 3.92 (d, J = 15.0 Hz, 1H) , 3.87 (m, 1H) , 3.70 (s, 3H) , 3.61 (s, 2H) 
, 3.52 (dd, J = 9.9, 2.1 Hz, 1H) , 2.55-1.35 (m, 14H) , 0.93 (t, J = 7.2 H 
z, 3H)„ 

[0 2 2 3] 

mmmi (6) 

(16a, 13E) -17, 17-^D/i;-16-tKn^>-9-W- 
1, 5- (1, 3->f>^-7i-l/>)-2, 3,4, 20-fh7^-8 



m«E# 2003-3008781 



#2 002 — 058487 

[ft 7 5 ] • 




[0 2 2 4] 
TLC : Rf 0.38(lf^X^;i/) ; . 

NMR (GDClg) : 8 7.86 (m, 2H) , 7.36 (m, 2H) , 5.72 (m, 1H) , 5.35 (dd, J 
= 15.3, 8.7 Hz, 1H), 4.37 (q, J = 6.9 Hz, 2H) , 4.00 (m, 1H) , 3.63-3.45 ( 
m, 2H), 2.98 (m, 1H) , 2.65 (m, 2H) , 2.50-2.07 (m, 4H) , 2.05-1.23 (m, 16H 
), 0.91 (t, J = 7.5 Hz, 3H) 0 

[0 2 2 5] 
gjjl (7) 

(16a, 13E) -17, 1 - 1 Kt3*t/-9 -**V- 

1, 5- (2, 5 y$-^X.~lsy) -2, 3, 4, 20-f h7;;i/-8 

-Tif^nx^f- 1 3 -x.ym • ^fMXf;i/ 

[ft 7 6 ] 



o o 




[0 2 2 6] 
TLC : Rf 0.32 (H^X.^;P) ; 



mii# 2003-30 0. 8781 



4$ 2 002 — 058487 

NMR (CDClg) : 8 7.61 (d, J = 3.6 Hz, 1H) , 6.80 (d, J = 3.6 Hz, 1H) , 5. 
75 (m, 1H), 5.36 (dd, J = 15.0, 8.7 Hz, 1H) , 4.01 (m, 1H) , 3.86 (a, 3H) , 
3.66 (m, 2H), 3.03 (m, 1H) , 2.82 (m, 2H) , 2.50-2.15 (m, 4H) , 2.10-1.37 
(m, 13H), 0.90 (t, J = 7.5 Hz, 3H)„ 
[0 2 2 7] 

mmmi (s) 

(16a, 13E)-17, 1 6-t FO*J/-&"t*V- 

1, 6- (1, 4-f^-7i-l/» -2, 3, 4, 5, '2 0-*y*S-X> 
- 8 - 7f ^DX^i - 1 3 - • ^XXf^ 

[ft7 7] 



O 




TLC : Rf 0.27 (gflftx^/l/). 
[0 2 2 8] 

mmmi o) 

(13E) -17, 17-^n/U-5- (4-xh^^^;i/jj<-;i/^T;/-;V 
-2--f;v) -9-#*v-i, 2, 3, 4, 19, 20-^tM-5-f 
T- 8-Tif^nx^- 13- x > 



ffi§E# 2 0 0 3 -3 



[flS 7 8 ] 



#2 002 — 058487 




CH 3 



[0 2 2 9] 

TLG : Rf 0.29 (n-'\3f-9-> : »Hx^/I/ = 1 .: 2) ; 

NMR (CDClg) : 8 8.02 (s, 1H) , 5.68 (dt, J = 15.3, 6.6 Hz, 1H) , 5.22 (d 

d, J = 15.3, 9.0 Hz, 1H), 4.39 (q, J = 7.2 Hz, 2H) , 4.13 (m, 1H) , 3.83 ( 

m, 1H), 3.49-3.41 (m, 2H) , 3.32 (m, 1H) , 2.44-2.29 (m, 2H) , 2.19 (m, 1H) 

, 2.04-1.48 (m, 8H) , 1.43-1.31 (m, 6H) , 1.05 (s, 3H) D 

[0 2 3 0] 

mm 1(10) 
(16a) -17, 1 7-^P;U-l 6-t:FD^^-5- 

;i/jjf-;i/^ry-;i/- 2->r jv) - 9 -t^v- 1 , 2, 3, 4, 20-^^ 
Hfc7 9] 



OH 



CH a 



[0 2. 3 1 ] 



ffif£# 2003- 3008781 



#2002-058487 
TLC : Rf 0.25 (W^X^;i/) ; 

NMR (CDGI3) : 8 8.01 (s, 1H) , 4.38 (q, J = 7.2 Hz, 2H) , 3.89 (m, 1H) , 
3.72 (m, 1H), 3.56-3.30 (m, 4H) , 2.46-2.09 (m, 3H) , 2.02-1.20 (m, 16H) , 
1.39 (t, J = 7.2 Hz, 3H), 0.91 (t, J = 7.5 Hz, 3H) e 
[0 2 3 2] 

mmm 1 di) 

(16a, 13E) -17, 1 7-^n;V-l 6-fcKn^i/-9-t^rV- 
1, 5- (1, 4 -^f>^l-7x^l/>) -2, 3, 4, 20-fh7;;i/-8 

[ft8 0] . 




[0 2 3 3] 
TLC : Rf 0.29 (Sf^Xf 1 ;!/) ; 

NMR (CDCI3) : 8 7.95 (d, J = 8.1 Hz, 2H) , 7.25 (d, J = 8.1 Hz, 2H) , 5. 
69 (dt, J = 15.3, 6.9 Hz, 1H) , 5.34 (dd, J = 15.3, 8.7 Hz, 1H) , 3.97 (m, 
1H), 3.90 (s, 3H), 3.72-3.45 (m, 2H) , 2.97 (m, 1H) , 2.66 (t, J = 7.8 H 
z, 2H), 2.50-1.55 (m, 15H) , 1.50-1.35 (m, 2H) , 0.91 (t, J = 7.5 Hz, 3H) 

o 

[0 2 3 4] 

mmmi ci 2) 

(16a, 13E) -17, i7-^n;v-ie-i:Kn^-5- (4-1 
h*z/i]Jvtf-;v*TV-)i- 2 -4 ;v) -9-^v-i, 2, 3, 4, 20 
-^y& 8 -T-tF^nx*- 1 3-x^ 

10 0 ffiU# 2003-3008781 
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[ft 8 1 ] 



O 




[0 2 3 5] 
TLC : Rf 0.14 (lf^X^;i/) ; 

NMR (CDClg) : 8 8.04 (s, 1H) , 5.78 (dt, J = 15.3, 6.6 Hz, 1H) , 5.38 (d 
d, J = 15.3, 8.7 Hz, 1H), 4.42 (q, J = 7.2 Hz, 2H) , 4.06 (m, 1H) , 3.65-3 
.50 (m, 2H), 3.10-3.00 (m, 2H) , 2.50-1.55 (m, 17H) , 1.43 (m, 1H) , 1.40 ( 
t, J = 7.2 Hz, 3H), 0.92 (t, J = 7.2 Hz, 3H)„ 

[0 2 3 6] 
gjj 1(13) 

(16a, 13E) -17, 17-^D;U-16-HKDdrS/-5- (4-1 
h^*/b#— /l/^y!/-/I/-2 — f/j,) -g-tf-apy- 1, 2, 3, 4, 20 
-^>#y;v-5, 8 -VYV 7U?>&- 1 3 
[ft8 2] 



o 




10 1 
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[0 2 3 7] 

TLC : Rf 0.49 (Mix*- /I/ : * # J -/l/=9 : 1) ; 

NMR (CDClg) : 8 7.37 (s, 1H) , 6.07 (br, 1H) , 5.81 (dt, J =15.3, 6.6 H 
z, 1H), 5.41 (dd, J = 15.3, 9.0 Hz, 1H) , 4.34 (q, J = 6.9 Hz, 2H) , 4.07 
(m, 1H), 3.66-3.40 (m, 5H) , 2.50-1.60 (m, 14H) , 1.44 .(■. 1H) . 1-36 (t, J 
= 6.9 Hz, 3H), 0.92 (t, J = 7.5 Hz, 3H)„ 
[0 2 3 8] 

mmmi (14) 

(i3E) -5- (4 -xh^i/^j;vji<~;i/^T N /-;i/- 2 — ov) - 9 
y-i, 2, 3, 4, 20-/o^y;i/-5-^r-8-rif^nxaf-i 3- 

[ft8 3] 



o 




[0 2 3 9] 

TLC : Rf 0.30 (s\*Vy : »il^A = l : 2) ; 

NMR : 8 8.02 (s, 1H) , 5.66 (dt, J = 15.3, 6.9 Hz, 1H) , 5.21 (dd, J = 1 
5.3, 8.7 Hz, 1H), 4.39 (q, J = 6.9 Hz, 2H) , 4.14 (m, 1H) , 3.83 (dt, J = 
13.5, 6.9 Hz, 1H), 3.48-3.40 (m, 2H) , 3.30 (dt, J = 13.5, 6.9 Hz, 1H) , 
2.48-2.10 (m, 4H) , 2.08-1.93 (m, 2H) , 1.71 (m, 1H) , 1.39 (t, J = 6.9 Hz, 
3H), 1.35-1.16 (m, 5H) , 0.86 (t, J = 7.2 Hz, 3H) D 
[0 2 4 0] 

mmmi ii 5 > 

(13E) -17, 1 7 -zfUAJ -5- (4-lb*S/*A/#-^T , -/-A/ 
-2->f;i/) -9-^^V-l, 2, 3, 4, 20-^>#y;V-5-^T-8 



10 2 



mfE^p2 0 0 3-3 0 0 8 7 8 1 



mi 002-058487 

-T*¥ztXl?s&- 1 3 -X> 
[ft 8 4 ] 



O 




[0 24 1] 

TLC : Rf 0.32 : : 2) ; 

NMR(CDC1 3 ) : 8 8.02 (s, 1H) , 5.69 (dt, J = 15.3, 6.6 Hz, 1H) , 5.21 (dd 
, J = 15.3, 9.0 Hz, 1H), 4.39 (q, J = 7.2 Hz, 2H), 4.12 (m, 1H) , 3.84 (d 

t, J - 13.5, 6.9 Hz, 1H), 3.50-3.39 (m, 2H) , 3.31 (dt, J = 13.5, 6.9 Hz 

, 1H), 2.48-2.12 (m, 3H) , 1.96-1.52 (m, 8H) , 1.47-1.32 (m, 8H) , 0.74 (t, 
J = 7.2 Hz, 3H) 0 
[0 2 4 2] 

mmmi d 6) 

(13E) -14- (3, 5 - n D7i-;i/) -5- ( 4 - X b *ri/$t)]stf 
—JV*T)/-Jl- 2 -<4 ;i) - 9 -Jt*V~ 1 , 2, 3, 4, 15, 16, 17 
, 18, 19, 2 0-7 f *;;i/-5-f7-8-7f7°nX^-13-l> 

[ft 8 5] 



o 




10 3 



ffiffE4# 2003-3008781 



4#2 0 0 2 — 0 5 8 4 8 7 



[0 2 4 3] 

TLC : Rf 0.27 (<\*rV> : llxf^ = l : 2) ; 

NMR (CDClg) : 8 7.95 (s, 1H) , 7.23 (t, J = 1.8 Hz, 1H) , 7.18 (d, J = 1. 
8 Hz, 2H), 6.50 (d, J = 15.9, 1H) , 6.04 (dd, J = 15.9, 9.0 Hz, 1H) , 4.47 
-4.34 (m, 3H), 3.89 (m, 1H) , 3.56-3.28 (m, 3H) , 2.55-2.14 (m, 3H) , 1.8 6 
(m, 1H), 1.38 (t, J = 7.2 Hz, 3H) Q 
[0 2 4 4] 

(16a, 13E) -17, 17-^n;V-16-bKn^>-5- ('4-^1 

fti&*v*YV-fy- 2 ->r/iO 2, 3, 4, 2o-^># 

lit 8 6 ] 




HJfcMl XWkl^tcit^^i (93 mg) £>X#y-;V (2 mL) ^Wi\^> 2N7j^b 

•rhvy&Tk^m (0.5 mL) -km^ Mt*2^i#tfe„ z.<DBij&mmzm. 

h^?^- (*nn*;i/A : ;* * 7 : Stm= 9 0 1 0 : 1) x*mmisX 

, TSB«ffi?:^i-S*l§^'fl:^% (78 mg) 
[0 2 4 5] 

TLC : Rf 0.25 (^nn^A : — ^ = 4: 1) ; 

NMR (CDClg) : 8 8.08 (brs,. 1H) , 5.84 (m, 1H) , 5.40 (m, 1H) , 4.10 (m, 1 

10 4 ffi$E# 2003-3008781 
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H), 4.00-2.50 (br, 2H) , 3.78 (m, 1H) , 3.59 (m, 1H) , 3.49 (m, 1H) , 3.32 ( 
m, 2H), 2.50-1.58 (m, 12H) , 1.44 (m, 1H) , 1.26 (m, 1H) , 0.92 (t, J = 7. 

5 Hz, 3H) 0 

[0 2 4 6] 

mmm 2 ( i ) - 2 (i6) 

[0 2 4 7] 

mmmz (i) 

(13E) - 20-^f^-15-tFa^i/-9-«V-5, 

- 8-T4f7ux&- i 3 -nyffl. 

[ft 8 7] 



o 




OH 



[0 2 4 8] 

TLC : Rf 0.37 nn;ft;i/A : ;* # J -)V = 9 : 1) ; 

NMR (CDC1 3 ) : 8 5.75 (dd, J = 15.6, 4.8 Hz, 1H) , 5.63 (dd, J = 15.6, 8 
.1 Hz, 1H), 4.25 (m, 1H) , 4.17 (m, 1H) , 3.66 (m, 1H) , 3.23-2.20 (m, 16H) 
, 1.99-1.70 (m, 3H), 1.58 (m, 2H) , 1.40 (m, 2H) , 0.93 (t, J = 7.2 Hz, 3H 

[0 2 4 9] 

mmw2 (2) 



10 5 



ffi§E#£ 2003-3008781 



#2 002-058487 



(15 a, 1 3 E) -15-t Kn*S/- 5- (4 -# *-Tl/- /I/- 2 
->f;t/) -9 1, 2, 3, 4 h^J )\>~ 5 -*y- 8 -Tif^n 

- 1 3 -X> 
[ft 8 8 ] 




OH 



[0 2 5 0] 

TLG : Rf 0.30 n n jft;t/i* : * % J — ;V = 9 : 1) ; 

NMR (CDClg) : 8 8.10 (s, 1H) , 5.80 (dd, J = 15.6, 6.0 Hz, 1H) , 5.55 (d 
d, J = 15.6, 8.7 Hz, 1H), 4.30-3.77 (m, 5H) , 3.60-3.29 (m, 3H) , 2.58-2.2 
0 (m, 3H), 1.80 (m, 1H) , 1.62-1.21 (m, 8H) , 0.88 (t, J = 7.5 Hz, 3H), 
[0 2 5 1] 

mMM2 (3) 

(15a, 13E) -2 0, 2 0 -X# J - 1 5 - 1 Kd * i/ - 9 V ~ 5 

-=f-Y- 1 3 -x>^ 

Kb 8 9 ] 




OH 



[0 2 5 2] 

TLG : Rf 0.37 n n^A : % % J — ;i/ = 9 : 1) ; 

NMR (CDClg) : 5 5.73 (dd, J = 15.3, 5.7 Hz, 1H) , 5.53 (ddd, J = 15.3, 
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8.1, 1.0 Hz, 1H), 4.18 (m, 2H) , 3.63 (m, 1H) , 3.30-2.78 (m, 2H) , 2.75-2. 
20 (m, 10H), 1.98-1.67 (m, 3H) , 1.62-1.10 (m, 8H) , 0.62 (m, 1H) , 0.40 (m 
, 2H), -0.02 (m, 2H) 0 

[0 2 5 3] 
ilfj (4) 

(16a, 13E) -17, i7-^n/?;-i6-nKnap'>-9-t^v- 
2 o-y;b- 8-Tif^n^^- 1 3-x>^ 

[ft9 0] 




[0 2 5 4] 

TLC : Rf 0.38 (#nn/l>;i/A : * # ^ ~/l/«9 : 1) ; 

NMR (GDClg) : 8 5.79 (dt, J = 15.3, 6.9 Hz, 1H) , 5.38 (dd, J =. 15.3, 8 
.7 Hz, 1H), 4.05 (m, 1H) , 4.00-3.00 (br, 2H)., 3.58 (dd, J = 9.9, 2.4 Hz, 
1H), 3.52 (m, 1H), 2.87 (m, 1H) , 2.50-1.20 (m, 24H) , 0.93 (t, J = 7.2 H 
z, 3H) 0 

[0 2 5 5] 

mmmz (5) 

(16a, 13E) -17, i7-7"n;u-i6-nFn*i/-9-t^y- 

2, 7- (1, 3-0^t-7x-l/» -3, 4, 5, 6, 
- 8 - Tif^nxat - 1 3 -X>M 
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Ut 9 1 ] 




[0 2 5 6] 

TLC : Rf 0.32 (^nn*M : J —fl/=*B: 1) ; 

NMR (CDGlg) : 5 7.25 (m, 1H) , 7.20-7.10 (m, 3H) , 5.71 (dt, J = 15.3, 7 
.2 Hz, 1H), 5.32 (dd, J = 15.3, 9.0 Hz, 1H) , 4.96 (d, J = 14.4 Hz, 1H) , 
4.50-3.00 (br, 2H) , 3.86 (d, J = 14.4 Hz, 1H) , 3.81 (m, 1H) , 3.65 (d, J 
= 15.3 Hz, 1H), 3.59 (d, J = 15.3 Hz, 1H) , 3.56 (dd, J = 9.9, 2.1 Hz, 1H 
), 2.55-1.50 (m, 13H) , 1.44 (m, 1H) , 0.93 (t, J = 7.2 Hz, 3H)„ 
[0 2 5 7] 

ii!2 (6) 

(16a, 13E)-17, 1 7-^n;v-i 6-fcKn*S/-9-W" 
1, 5- (1, 3H>^-7i-V» -2, 3, 4, 20-fb7;;i/-8 
-y-tf-fux*- 1 3 
[ft 9 2] 



o 




[0 2 5 8] 
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TLC : Rf 0.48 U n*;VA : ;* # J — ;i> = 9 : D 5 

NMR (CDC1J : S 7.93 (m, 2H) , 7.45-7.38 (m, 2H), 5.74 (m, 1H) , 5.36 (d 
d, J = 15.3, 9.0 Hz, 1H), 4.01 (m, 1H) , 3.63-3.51 (m, 2H) , 3.00 (m, 1H) , 
2.67 (t, J = 7.0 Hz, 2H), 2.55-2.12 (m, 4H) , 2.08-1.58 (m, 12H) , 1,41 ( 
m, 1H), 0.91 (t, J = 7.8 Hz, 3H) a 

[0 2 5 9] 
i&MMZ (7) 

(16a, 13E) -17, 17-7"n;V-16-tKD^>>-9-^V- 
1, 5- (2, 5--f >^-^X-l/» -2, 3,. 4, 2 0-fh7;jl/"8 
-Tif^n^.^- 1 3 -X>1? 
[It9 3] 

O 

^COOH 
CH 3 

[0 2 6 0] 

TLC : Rf 0.19 nD*;^ : * % J — /1/-9 : 1) ; . 

NMR (CDC1 3 ) : 8 7.68 (d, J = 3.9 Hz, 1H) , 6.83 (d, J = 3.9 Hz, 1H) , 5. 
77 (m, 1H), 5.65 (bs, 1H) , 5.36 (dd, J = 15.3, 8.7 Hz, 1H) , 4.05 (m, 1H) 
, 3.62 -3.50 (m, 2H) , 3.03 (m, 1H) , 2.86 (t, J = 7.0 Hz, 2H) , 2.55 -2.18 
(m, 4H), 2.11-1.58 (m, 12H) , 1.41 (m, 1H) , 0.92 (t, J = 7.2 Hz, 3H)„ 
[0 2 6 1] 

mmmz (8) 

(16a, 13E) -17, 17-^D/U-16-tKn^i/-9-«V- 
1, 6- (1, 4-^;Jt-7i-l/» -2, 3, 4, 5, 20~^>^J)V 
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[0 2 6 2] 

TLC : Rf 0.28 (M?X^-;i/ : If^ = 100 : 1) ; 

NMR (CDC1 3 ) : 8 8.01 (d, J = 8.1 Hz, 2H) , 7.29 (d, J = 8.1 Hz, 2H) , 5. 
67 (ddd, J = 15.3, 8.1, 6.6 Hz, 1H) , 5.27 (dd, J = 15.3, 9.0 Hz, 1H) , 3. 
88-3.72 (m, 2H) , 3.57 (dd, J - 9.6, 2.7 Hz, 1H) , 3.20 (m, 1H) , 3.00-2. 8 
0 (m, 2H), 2.50-1.58 (m, 13H) , 1.45 (m, 1H) , 0.93 (t, J = 7.5 Hz, 3H)„ 
[0 2 6 3] 

1 

iiig o) 

(13E) -17, 17-^DAV-5 - (4-^J^/JK^S/^Ty-^-2--f 
ft) - 9 -HT*V- 1, 2, 3, 4, 19, 2 0 -^^rJft- 5 -*T~ 8 - 
7-tf*^nx#- 1 3 -x> 

[ft 9 5] 




[0 2 6 4] 

TLC : Rf 0.35 (?UUfcft& : * # J -ft : WSfc-S : 1: 0.1) ; 

NMR (CDCI3) : 8 8.08 (s, 1H) , 5.74 (dt, J = 15.0, 6.9 Hz, 1H) , 5.27 (d 
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d, J = 15.0, 8.4 Hz, 1H), 4.06 (m, 1H) , 3.82 (m, 1H) , 3.49 (m, 1H) , 3.40 
-3.20 (m, 2H), 2.53-2.15 (m, 3H) , 2.09-1.53 (m, 9H) , 1.50-1.40 (a, 2H) , 
1.08 (s, 3H)„ 

[0 2 6 5] 

mmmz g o) 

(16a) -17, l 7-^n;U- 1.6-n Fn*3/- 5- (4-#/i/jtf*$/ 

^ T y_ ;I/ _ 2 ->f - 9 -t^rV- 1 , 2, 3, 4, 20-^^;V~5 
Hfc9 6] 




[0 2 6 6] 

TLC : Rf 0.28 (^nn*M : 7 : ^ = 90 : 10 : 1) ; 
MR (CDClg) : 5 8.07 (s, 1H) , 5.00-4.00 (br, 2H) , 3.88 (m, 1H) , 3.75-3 
.20 (m, 5H), 2.50-1.20 (m, 18H) , 0.91 (t, J = 7.2 Hz, 3H)„ 
[0 2 6 7] 

mmm2 (11) 

(16a, 18E) -17, 1 6 - t KD^f i'- 9 -^V~ 

1, 5- (1, 4-^f>il-7i-l/>) -2, 3, 4, 20-fh7;;V"8 
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MS 9 7] 




COOH 



[0 2 6 8] 

TLC : Rf 0.24 (@f^X^;i/ : H^=100 : 1) ; 

NMR (CDC1 3 ) : 8 8.00 (d, J = 8.1 Hz, 2H) , 7.27 (d, J = 8.1 Hz, 2H) , 7. 
00-4.00 (br, 2H), 5.71 (dt, J = 15.6, 6.9 Hz, 1H) , 5.36 (dd, J = 15.6, 8 
.7 Hz, 1H), 4.00 (m, 1H) , 3.58 (m, 1H) , 3.53 (dd, J = 9.9, 2.4 Hz, 1H) , 
2.98 (m, 1H), 2.67 (t, J = 7.5 Hz, 2H) , 2.50rl.55 (m, 15H) , 1.43 (m, 1H 
), 0.91 (t, J = 7.2 Hz, 3H)„ 
[0 2 6 9] 

mmmz a 2) 

(16a, 13E) -17, 1 7 -^D/V - 1 6 ~K Fn*S/~ 5 - (4 

frtf*i/*T\/-JU- 2 -9-^y-i, 2, 3, 4, 20-^^ 

J J\/- 8 -TV-7U7>&- 1 3 -X> 
Mb 9 8 ] 




[0 2 7 0] 



112 



20 0. 3-300 8781 



#2 002-058487 

I 

TLC : Rf 0.47 (^nnWI/A : ;* # J -ft : it$E=80 : 20 : 1) ; 
NMR (CDC1 3 ) : 8 8.13 (s, 1H) , 5.81 (dt, J = 15.0, 7.2 Hz, 1H)', 5.41 (d 
d, J = 15.0, 8.7 Hz, 1H), 5.50-4.00 (br, 2H) , 4.07 (m, 1H) , 3.61 (dd, J 
= 9.6, 2.7 Hz, 1H), 3.56 (m, 1H) , 3.14 (m, 1H) , 3.04 (t, J = 7.5 Hz, 2 H 
), 2.50-1.60 (m, 15H), 1.45 (m, 1H) , 0.92 (t, J =7.5 Hz, 3H) 0 
[0 2 7 1] 

mmm 2(13) 

(16a, 13E) -17, 17-^D^;-16-KFn*^-5 - (4-* 
frtf^i/^TV-Jl- 2 ->f -9-***y-l, 2, 3, 4, 2 0-^>^ 

z-vrv-fu**- 1 3 -X> 

[ft 9 9] 




[0 2 7 2] 

TLC : Rf 0.49 □ D /ftJVA : ;* # ^ -/!/ : W&=80 : 20 : 1) ; 
NMR (CDGlg) : 8 11.78 (br, 1H) , 7.31 (s, 1H) , 6.03 (dt, J = 15.0, 7.2 
Hz, 1H), 5.29 (dd, J = 15.0, 8.7 Hz, 1H) , 4.07 (m, 1H) , 3.65-3.30 (m, 5H 
), 2.50-1.55 (m, 15H) , 1.42 (m, 1H) , 0.90 (t, J = 7.5 Hz, 3H)„ 

[0 2 7 3] 
M2 (14) 

(13E) - 5- (4-^;i/j^^^5 1 T^-;v-2->r;i/) -9-**y-i, 
2, 3, 4, 2 0-^>^;;v-5-f7-8-Tf^n^^-i3-x> 
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lit 1 0 0 ] 




[0 2 7 4] 

TLC : Rf 0.37 (^nnj}>;i/A : : Bf^=9: 1 : 0.1) ; 

MR (CDC1 3 ) : 8 8.08 (a, 1H) , 5.72 (dt, J = 15.3, 6.6 Hz, 1H) , 5.27 (d 
d, J = 15.3, 9.0 Hz, 1H), 4.05 (m, 1H) , 3.80 (m, 1H) , 3.51 (m, 1H) , 3.40 
-3.21 (m, 2H), 2.54-2.15 (m, 3H) , 2.13-2.00 (m, 2H), 1.75 (m, 1H) , 1.4 5 
-1.17 (m, 6H), 0.89 (t, J = 6.6 Hz, 3H)„ 
[0 2 7 5] 

mmrnz (1 5) 

( 1 3 E) - 1 7, 1 7-^n;V - 5 - (4 -Jj)]/tf*r i/f7^- 2 — f 
;V) - 9 -t^rV- 1 , 2, 3, 4, 2 0 # ^ 5 -^T ~ 8 - Tif ^ 
nx#- 1 3 -x> 
[ftioi] 




[0 2 7 6] 

TLC : Rf 0.37 (^nn^A : :* # ^ : Ifc^ = 9 : 1 : 0.1) ; 
NMR (GDCI3) : 8 8.09 (s, 1H) , 5.74 (dt, J = 15.3, 6.6 Hz, 1H) , 5.28 (dd 
, J = 15.3, 8.7 Hz, 1H), 4.06 (m, 1H) , 3.82 (m, 1H) , 3.49 (m, 1H) , 3.41- 
3.23 (m, 2H), 2.54-2.16 (m, 3H) , 2.04-1.89 (m, 2H) , 1.88-1.63 (m, 7H) , 

.114 tBSE# 2003-3008781 



#2 002-0 58487 



1.52-1.40 (m, 4H), 0.77 (t, J =. 7.2 Hz, 3H)„ 
[0 2 7 7] 

mmm a gj 

(13E) -14-. (3, 5-^nD7i-^ -5- ( 4 - ;2j;i//tf3f 
x/_ ;l/ _ 2 -^;i/) 1, 2, 3,4, 15, 16, 17, 18, 

19, 2 0 5 -^T- 8 -TV-fUX*- 1 3 -X> 
B10 2] 




COOH 



CI 



[0 2 7 8] 

TLC : Rf 0.33 (?UU-fcA/& : * % : ^ = 9 : 1 : 0.1) ; 

NMR(CDC1 3 ) : 8 8.08 (s, 1H) , 7.27 (t, J = 1.8 Hz, 1H) , 7.24 (d, J = 1. 

8 Hz, 2H), 6.49 (d, J = 15.6, 1H) , 6.07 (dd, J = 15.6, 8.7 Hz, 1H) , 4.30 

(m, 1H), 3.90 (m, 1H) , 3.49 (m, 1H) , 3.41-3.30 (m, 2H) , 2.62-2.43 (m, 
2H), 2.35 (m, 1H) , 1.89 (m, 1H) Q 

[0 2 7 9] 
##M 1 0 

2- (2-7^ ;ifji/ft) f r 4 - • ;vxxr;v • 

[ft 1 0 3 ] 




H3 
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2 -^n ; E-^-r s /-;i/-4 -fj^yw. • x^xxf^- (3.oo g) ©x# 
(is mL) ^Mfch u^;v^x^^f y (25 m g ) , 5/*^r^> (1.2 g 
) &^u^^mt*i 6^ram#bfcc se>ice/^^r^> u.og) ^ap^., 

T*8sJ*U *6*«Bft^hUf iilfe. SiSlfiXf^ (30 mL 

Taa«tt-fits:^r*r-&««fi:^* (2.28 g) 

[0 2 8 0] 

TLG : Rf 6.20 (^Dn*;i/A : *Z 7-;i/=9 : 1) ; 

NMR (CDgOD) : 8 8.33 (s, 1H) , 4.37 (q, J = 7.2 Hz, 2H) , 3.55 (t, J = 6 
.6 Hz, 2H), 3.37 (t, J = 6.6 Hz, 2H) , 1.38 (t, J = 7.2 Hz, 3H)„ 
[0 2 8 1] 

mmm 1 1 

3- (4 - 1 -ttji^yir-iju) -fu/sym. • x^;^x*t-;v 

[ftl04] 



t-^M>f> (2.00 g) <D1, 2-yVUUX-&y (30 mL) ^fC^C 

#T> Stftr/i/sxtfA (2.2 g ) &#n*., x^;i/ ^^j/-MD7>fF (2.3 

: Sfmx^;i/ = 9 : 1-5 : 1) T»«f»U TffiflJttte&^SMMfc^* (62 
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9 mg) 

[0 2 8 2] 

TLG : Rf 0.65 (n -s\*-?y : WWt^fr= 3 : 1); 

NMR (CDClg) : 8 7.92 (d, J = 8.7 Hz, 2H) , 7.48 (d, J = 8.7 Hz, 2H), 4. 
16 (q, J = 7.2 Hz, 2H), 3.29 (t, J = 6.6 Hz, 2H) , 2.75 (t, J = 6.6 Hz, 2- 
H), 1.34 (s, 9H), 1.26 (t, J = 7.2 Hz, 3H)„ 

[0 2 8 3] 
1113 

2- (2- (2- (4-t-^7i-A) -s-^ytrnu $?>-i->f 

Hfel 0 5] 




r;i/df>^T> #tH o-e$S5tb^^ti (270 mg) <z>x#y-;i/ (5 m 

L) ^SCj^TKf^hU^A (84 mg) 1 O^M#bfe^> M (0.12 

mL) fej:t?##Ml l^§^bfctt-£$!> (262 mg) &fllia., 1 5#H93I 

Whtco )xJ&&mz.7}<LmiktsTJ&ymThvy& (125 mg) srin^., 7o-cr* 

tfJ]sjj?&?U^b>f^7J- (n-^Vry :^X^;i/ = l: l->2 : 3) 

Tmm&m*m-?z>*&®fc& ! ®> (170 mg) 

[0 2 8 4] 

TLC : Rf 0.28 (^^y : lf^X^;V = l : 1) ; 
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NMR (CDClg) : 6 7.99 (s, 1H) , 7.34 (d, J = 8.4 Hz, 2H) , 7.12 (d, J = 8 

.4 Hz, 2H), 4.79 (dd, J = 7.8, 5.4 Hz, 1H) , 4.40 (q, J = 7.2 Hz, 2H) , 3. 
93 (dt, J = 14.4, 7.2 Hz, 1H) , 3.45-3.28 (m, 2H) , 3.01 (dt, J = 14.4, 6. 

9 Hz, 1H), 2.64-2.33 (m, 3H) , 1.90 (m, 1H),'1.40 (t, J = 7.2 Hz, 3H) , 1. 
30 (s, 9H). 

[0 2 8 5] 

(1) ~3 (13) 



[0 2 8 6] 



2- (2- (2- (4 -n-^f;i/7i^) -5-^VtfDUJ?>-l->f 
[ft 10 6] 




[0 2 8 7] 

tlc : Rf o.64 (^nnjft^A : *#y-;P=9 : 1) ; 

NMR (CDClg) : 8 8.00 (s, 1H) , 7.14 (d, J = 8.4 Hz, 2H) , 7.10 (d, J = 8 
.4 Hz, 2H), 4.79 (dd, J = 7.5, 5.4 Hz, 1H) , 4.41 (q, J = 7.2 Hz, 2H) , 3. 
93 (dt, J = 14.1, 7.2 Hz, 1H) , 3.37 (m, 2H) , 3.01 (dt, J = 14.1, 6.3 Hz, 
1H), 2.64-2.35 (m, 5H) , 1.90 (m, 1H) , 1.55 (m, 2H) , 1.40 (t, J = 7.2 Hz 
, 3H), 1.35 (m, 2H), 0.93 (t, J = 7.2 Hz, 3H)„ 
[0 2 8 8] 
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mmms (2) 

2- (2- (2- (4 - ( (1 s) - 1 -1: Fu^-i/^i/fr) -5 
[ftl0 7] 



o 




OH 

[0 2 8 9] 

TLC : Rf 0.80 (?UUtfsJV2± : ;* # 7 -71/ : ft^= 9 0:10:1); 
NMR (CDC1 3 ) : 8 7.99 (s, 1H) , 7.31 (d, J = 8.1 Hz, 2H) , 7.18 (d, J = 8 
.1 Hz, 2H), 4.82 (m, 1H) , 4.65 (m, 1H) , 4.40 (q, J = 7.2 Hz, 2H) , 3.91 ( 
m, 1H), 3.36 (m, 2H) , 3.02 (m, 1H) , 2.65-2.35 (m, 3H) , 2.10-1.55 (m, 6H) ; 
, 1.40 (t, J = 7.2 Hz, 3H), 1.40-1.15 (m, 4H) , 0.87 (t, J = 6.6 Hz, 3H) 

o 

[0 2 9 0] 

ill3(3) 

2- (2- (2- (4 -yn3j<drS/7 3i-;b) - 5 yen u *?y- 1 — f 
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lit 1 0 8 ] 




CH a 



[0 2 9 1] 

TLC : Rf 0.15 (n -^\^y : 1:1); 

MR (GDClg) : 6 8.00 (s, 1H) , 7.11 (d, J = 9.0 Hz, 2H) , 6.84 (d, J = 9 
.0 Hz, 2H), 4.76 (dd, J = 7.8, 5.4 Hz, 1H) , 4.40 (q, J = 7.2 Hz, 2H) , 3. 
94-3.81 (m, 3H), 3.44-3.28 (m, 2H) , 3.01 (dt, J = 14.4, 6.9 Hz, 1H) , 2.6 
0-2.35 (m, 3H), 1.88 (m, 1H) , 1.80 (q, J = 7.2 Hz, 2H) , 1.40 (t, J = 7.2 
Hz, 3H), 1.03 (t, J = 7.2 Hz, 3H) D 
[0 2 9 2] 

mrnws (4) 

2- (2- (2- (1, 1' -tT7ai-;i/-4 — f;i/) - 5-*-* vtfnu P> 
Ut 1 0 9 ] 




[0 2 9 3] 
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TLC : Rf 0.23 (/\3fi*-> : |^X^-;i, = l : 1) ; 

NMR (GDGlg) : 8 7.98 (s, 1H) , 7.62-7.52 (m, 4H) , 7.49-7.32 (m, 3H), 7. 
31-7.24 (m, 2H), 4.89 (t, J = 6.3 Hz, 1H) , 4.38 (q, J = 7.2 Hz, 2H) , 3.9 

8 (dt, J = 14.4, 7.2 Hz, 1H) , 3.46-3.37 (m, 2H) , 3.06 (dt, J = 14.4, 6 . 

9 Hz, 1H), 2.64-2.37 (m, 3H) , 1.95 (m, 1H) , 1.38 (t, J = 7.2 Hz, 3H)„ 

[0 2 9 4] 

mmms (5) 

2- (2- (2- (4 -n-/\dps/;i/7^x;i/) -5-**y\£uVPy-i- 

[ftllO] 



o 




[0 2 9 5] 

TLC : Rf 0.34 (1^X^/1/ : n~^-^y = 1:1) ; 

NMR (CDCI3) : 8 8.00 (s, 1H) , 7.21-7.26 (m, 4H) , 4.82-4.75 (m, 1H) , 4. 
41 (q, J = 6.9 Hz, 2H), 3.98-3.87 (n, 1H) , 3.44-3.29 (n, 2H) , 3.07-2.95 
(m, 1H), 2.63-2.33 (m, 5H) , 1.97-1.84 (m, 1H) , 1.65-1.51 (m, 2H) , 1.46-1 
.21 (m, 9H), 0.93-0.82 (m, 3H) 0 
[0 2 9 6] 

mmms (6) 

2- (2- (2- (4 - n-^ntf^^oix^) - 5 -t^rV tf D V W- 1 - 
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[ft 1 1 1 1 



O 




[0 2 9 7] 

TLC : Rf 0.21.(fiif;i/ : n-^^y = l : D ; 

NMR (CDG1 3 ) : 8 8.00 (s, 1H) , 7.15-7.09 (m, 4H) , 4.79 (dd, J = 7.5, 5. 
7 Hz, 1H), 4.41 (q, J = 7.2 Hz, 2H) , 3.93 (dt, J = 14.1, 7.2 Hz, 1H) , 3. 
42-3.39 (m, 2H) , 3.00 (dt, J = 14.1, 6.6 Hz, 1H) , 2.60-2.35 (m, 5H) ; 1.9 
6-1.83 (m, 1H), 1.68-1.55 (m, 2H) , 1.40 (t, J = 7.2 Hz, 3H) , 0.93 (t, J 
= 7.2 Ha, 3H)„ 

[0 2 9 8] 

mmm3 (7) 

2 _ ( 2 - (2 - 7x-;i- 5 - t^rVtfn U - 1 — f ^) X^^tf) * 
Cftl 1 2] 



o 




[0 2 9 9] 

TLC: Rf 0.15 (Sf^X^;i/ : n- : D 5 



1 2.2 
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#2 0 0 2 — 0 5 84 8 7 

MR (CDClg) : 8 8.00 (s, 1H) , 7.36-7.27 (m, 3H) , 7.24-7.16 (m, 2H) , 4. 
83 (t, J = 6.9 Hz, 1H), 4.40 (q, J = 6.9 Hz, 2H) , 3.95 (dt, J = 14.1, 7. 
2 Hz, 1H), 3.46-3.30 (m, 2H) , 3.01 (dt, J = 14.1, 6.3 Hz, 1H) , 2.64-2.35 
(m, 3H), 1.99-1.83 (m, 1H) , 1.40 (t, J = 6.9 Hz, 3H)„ 
[0 3 0 0] 

mmms (8) 

2- (2- (2- (4-X^;V^x-;V) -B-^WJ^-l-'fA') 
1 1 3 ] 



o 




[0 3 0 1] 

TLC : Rf 0.17 (WBfcx^/I/ : n = 1 : D 5 

NMR (CDC1 3 ) : 6 8.00 (s, 1H) , 7.20-7.07 (m, 4H) , 4.79 (dd, J = 7.5, 5. 
4 Hz, 1H), 4.40 (q, J = 7.2 Hz, 2H) , 3.93 (dt, J = 14.1, 6.9 Hz, 1H) , 3. 
37 (dt, J = 6.6, 1.8 Hz, 2H), 3.01 (dt, J = 14.1, 6.3 Hz, 1H) , 2.66-2.37 
(m, 5H), 1.96-1.84 (m, 1H) , 1.40 (t, J = 6.9 Hz, 3H) , 1.23 (t, J = 7.2 

Hz, 3H) a 

[0 3 0 2] 

mmms (9) 

2- (2- (2- (4-n-^>wi-^) -5-**ytfnys>3>-i- 
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lit 1 1 4 ] 



O 




[0 3 0 3] 

TLC.: Rf 0.31 & : n~^^y = l : D 5 

NMR (CDClg) :'8 8.00 (s, 1H) , 7. 15-7.08 (m, 4H) , 4.78 (dd, J = 8.1, 5. 
7 Hz, 1H), 4.41 (q, J = 7.2 Hz, 2H) , 3.98-3.86 (m, 1H) , 3.37 (dt, J = 6. 
6, 2.4 Hz, 2H), 3.06-2.95 (m, 1H) , 2.63-2.35 (m, 5H) , 1.97-1.86 (m, 1H) , 
1.40 (t, J = 7.2 Hz, 3H), 1.37-1.26 (m, 4H) , 0.91-0.85 (m, 3H)„ 
[0 3 0 4] 

mmm.3 do) 

2- (2- (2- (4-^f^7i-;i/) -5-^vifnu^-i-'f^ 
Hfci 151 • 




[0 3 0 53 

TLC : Rf 0.33 (lf^X^;V : n -^\^y = 1 : D ; 

NMR(CDC1 3 ) : 5 8.00 (s, 1H) , 7.20-7.05 (m, 4H) , 4.82-4.75 (m, 1H) , 4.4 

0 (q, J = 6.9 Hz, 2H), 3.98-3.86 (m, 1H) , 3.37 (dt, J = 6.3, 2.1 Hz, 2H) 

. 12 4 2003-3008781 
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, 3.06-2.96 (m, 1H) , 2.62-2.32 (m, 6fl) , 1.96-1.83 (m, 1H) , 1.40 (t, J = 

6.9 Hz, 3H)„ 

[0 3 0 6] 

mmmz (11) 

2- (2- (2- (4-n-*^il/7x^) - 5 tTD V V>- 1 - 

[fill 1 6] 




[0 3 0 7] 

TLG : Rf 0.25 (f^Xfjl/ : n-/\^^> = l : D J 

NMR (CDClg) : 8 8.00 (s, 1H) , 7.20-7,09 (m, 4H) , 4.82-4.76 (m, 1H) , 4.4 
1 (q, J = 7.2 Hz, 2H), 3.98-3.87 (m, 1H) , 3.37 (dt, J = 6.3, 2.4 Hz, 2H) 
, 3.06-2.96 (m, 1H) , 2.63-2.35 (m, 5H) , 1.97-1.84 (m, 1H) , 1.65-1.52 (m, 
2H), 1.40 (t, J = 7.2 Hz, 3H) , 1.35-1.23 (m, 10H) , 0.92-0.85 (m, 3H) 0 

[0 3 0 8] 
gjjj (12) . ; 

2 - ( 2 - (2- (4-n-A^7x^) - 5 -t^V *n U *J> - 1 ~ 
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[fill 1 7] 




CH 3 



[0 3 0 9] 

TLC : Rf 0.32, (@f^x^;i/ : n ~^\^y = 1 : 1) ; 

NMR(CDClg) : 5 8.00 (s, 1H) , 7.19-7.05 (m, 4H) , 4.82-4.76 (m, 1H) , 4.4 
0 (q, J = 7.2 Hz, 2H), 3.98-3.87 (m, 1H) , 3.37 (dt, J = 6.6, 2.1 Hz, 2H) 
, 3.06-2.95 (m, 1H) , 2.63-2.34 (m, 5H) , 1.98-1.85 (m, 1H) , 1.66-1.52 (m, 
2H), 1.40 (t, J = 7.2 Hz, 3H) , 1.37-1.21 (m, 8H) , 0.95-0.82 (m, 3H)„ 
[0 3 10] 
gjjj (1 3) 

2- (2- (2- (3 -n-/\^^;i/7i-;i/) - 5 -tf^rVfcTn U Vls-1- 
[|tH8] 




[0 3 11] 

TLC : Rf 0.32 (@f^X^;P : n - /\3f = 1 : 1) ; 

NMR(CDC1 3 ) : 8 8.00 (s, 1H) , 7.24 (t, J = 7.8 Hz, 1H) , 7.13-7.08 (m, 1 
H), 7.03-6.97 (m, 2H) , 4.82-4.76 (m, 1H) , 4.40 (q, J = 7.2 Hz, 2H), 3.99 



12 6 



ffi$E# 2003-3008781 



#2 002-058487 



-3.89 (m, 1H), 3.38 (dt, J = 6.6, 1.2 Hz, 2H) , 3.07-2.97 (m, 1H) , 2.62-2 
.36 (m, 5H), 1.97-1.85 (m, 1H) , 1.63-1.51 (m, 2H) , 1.40 (t, J = 7.2 Hz, 
3H), 1.37-1.22 (m, 6H) , 0.92-0.83 (m, 3H) D 

[0 3 12] 
HffeM4~4 (13) 

mmm i r*m& b t=.ik&moRfc> y K&mm 3 ~ 3 (13) T?»3t b tdt^m 

[0 3 13] 

2- (2- (2- -5-#*ytrnus?>-i->f 
[fls 1 1 9 1 




[0 3 14] 

TLG : Rf 0.29 (^nn^M : *#J-fl/ '■ MH9: 1 : 0.1) ; 

i 

NMR (CDClg) : 8 8.07 (s, 1H) , 7.39 (d, J = 8.4 Hz, 2H) , 7.14 (d, J = 8 
.4 Hz, 2H), 4.68 (dd, J = 7.5, 6.0 Hz, 1H) , 3.97 (m, 1H) , 3.30-3.10 (m, 
3H), 2.69-2.39 (m, 3H) , 1.95 (m, 1H) , 1.32 (s, 9H) e 
[0 3 1 5] 

mmm4 a) 

2- (2- (2- (4.-n-^7i^) ~ 5 —**rV tfa U - 1 ->f 
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O 



.COOH 




[0 3 16] 

TLC : Rf 0.25 (^DD*M : ^ # J -ft ' »» = 200 : 20 : 1) ; 



(t, J = 7.5 Hz, 3H)„ 
[0 3 1 7] 

mmm* (2) 

2- (2- (2- (4- ( (1 S) -l-KFn*^m) 7 -5 
[ftl21] 



NMR (CDCI3) : 8 8.07. (s, 1H) , 7.19 (d, J = 8.4 Hz, 2fl) , 7.12 (d, J = 8 
.4 Hz, 2H), 4.67 (dd, J = 7.8, 6.0 Hz, 1H) , 3.94 (m, 1H) , 3.30-3.05 (m, 
3H), 2.70-2.40 (m, 5H) , 1.95 (m, 1H) , 1.60 (m, 2H) , 1.36 (m, 2H) , 0.93 




COOH 



[0 3 18] 

TLC : Rf 0.51 (^nn^l/A : * * J -ft : W?Wt=90 : 10 : 1) ; 

NMR (CDClg) : 8 8.07 (s, 1H) , 7.37 (d, J = 8.1 Hz, 2H) , 7.20 (d, J = 8 

.1 Hz, 2H), 4.77-4.63 (m, 2H) , 3.96 (m, 1H) , 3.35-3.07 (m, 3H) , 2.71-2.4 
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0 (m, 3H), 2.02-1.58 (m, 3H) ,. 1.55-1.17 (m, 6H) , 0.87 (t, J = 6.6 Hz, 3 
H)„ 

[0 3 19] 

mmmA (3) 

2- (2- (2- U-^ntf^r^x-;!/) - 

Utl 2 2] 




[0 3 2 0] 

TLC : Rf 0.35 (#nn*;i/A : *Z J-fr : »Sft = 9 : 1 : 0.1) ; 
NMR (CDClg) : 8 8.08 (s, 1H) , 7.14 (d, J = 8.7 Hz, 2H) , 6.89 (d, J = 8 
.7 Hz, 2H), 4.65 (dd, J = 7.5, 6.6 Hz, 1H) , 3.92 (t, J = 6.6 Hz, 2H) , 3. 
89 (a, 1H), 3.32-3.05 (a, 3H) , 2.69-2.38 (m, 3H) , 1.95 (m, 1H) , 1.81 (a 
, 2H), 1.04 (t, J = 7.5 Hz, 3H)„ 
[0 3 2 1] 

2- (2*- (2- (1, 1' -^7ii*-4 -5-**vt?ny^> 
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[ft 1 2 3 ] 




[0 3 2 2] 

TLC : Rf 0.31 P n^;VA : ;* * 7 : WWl=9 : 1 : 0.1) ; 
NMR (CDClg) : 5 8.07 (s, 1H) , 7.65-7.55 (m, 4H) , 7.49-7.41 (m, 2H) , 7. 
40-7.27 (m, 3H) , 4.76 (dd, J = 7.8, 5.7 Hz, 1H) , 4.01 (m, 1H) , 3.38-3.11 
(m, 3H), 2.76-2.43 (m, 3H) , 2.00 (m, 1H) 0 
[0 3 2 3] 

mmm4 (5) 

2- (2- (2- (4-n-A^i/jl/7x^) - 5 V fcfO V *JV ~ 1 " 
[ft 1 2 4 ] 




J 



[0 3 2 4] 

TLC : Rf 0.26 (S&ft^l^ : * # ^ -/1/-5 : 1) ; 

NMR (CDC1 3 ) : 5 8.08 (s, 1H) , 7.22-7.10 (m, 4H) , 4.72-4.65 (m, 1H) , 4. 
00-3.85 (m, 1H), 3.31-3.08 (m, 3H) , 2.71-2.40 (m, 5H) , 2.02-1.89 (m, 1H) 
, 1.67-1.54 (m, 2H), 1.43-1.24 (m, 6H) , 0.95-0.83 (m, 3H) 0 
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[0 3 2 5] 

mmmA (6) 

2- (2- (2- (4-n-^n^7x^;i/) - 5 -t^V tfn U 1 - 

HIS 1 2 5 ] 



[0 3 2 6] 

TLC : Rf 0.24 (i&ftS ;* V > : **7-/l>-5 : 1) ; 

NMR (CDC1 3 ) : 8 8.08 (s, 1H) , 7.22-7.11 (m, 4H) , 4.72-4.65 (m, 1H) , 4. 
00-3.86 (m, 1H), 3.44-3.09 (m, 3H) , 2.70-2.40 (m, 5H) , 2.01-1.89 (m, 1H) 



[0 3 2 7] 

mmm4 (7) 

2- (2- (2-7x-^-5-^^vtrnui?>-i--r;i/) x^;i^#) 

[ftl2 6] 




COOH 



, 1.70-1.57 (m, 2H), 0.94 (t, J = 7.2 Hz, 3H) D 




[0 3 2 8] 

TLC : Rf 0.21 (mt*^ V> : * & J -;i/ = 5 : 1) ; 
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NMR (CDClg) : 6 8.08 (s, 1H) , 7.42-7.31 (m, 3H) , 7.28-7.20 (m, 2H) , 4. 
76-4.70 (m, 1H) , 4.02-3.89 (m, 1H) , 3.34-3.10 (m, 3H) , 2.71-2.42. (m, 3H) 
, 2.02-1.90 (m, 1H) 0 

• [0 3 29] 
HM4 (8) 

2- (2- (2- (4-xf;i/7i-ji/) -5-^vtfn';^>-i — f/i/) 

[ft 1 2 7 ] 




[0 3 3 0] 

TLC : Rf 0.17 (&ft*^l/> : * # y-/l/ = 5 : 1) ; 

NMR (CDClg) : 8 8.07 (s, 1H) , 7.22-7.10 (m, 4H) , 4.70-4.64 (m, 1H) , 4. 

01- 3.88 (m, 1H), 3.29-3.12 (m, 3H) ; 2.71-2.41 (m, 5H) , 2.01-1.89 (m, 1H) 
, 1.25 (t, J = 7.5 Hz, 3H)„ 

[0 3 3 1] 

mmm* (9) 

2- (2- (2- (4 -n-^>^7x^) - 5 -#3rV U 1 - 
[ft 1 2 8 ] 
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[0 3 3 2] 

TLC : Rf 0.23 l/> : /i/=5 : 1) ; 

MR (CDClg) : 8 8.84 (brs, 1H) , 8.08 (s, 1H) , 7.22-7.09 (m, 4H) , 4.74- 
4.67 (m, 1H), 3.98-3.87 (m, 1H) , 3.35-3.12 (m, 3H) , 2.69-2.40 (m, 5H) , 2 
.03-1.88 (m, lfl), 1.66-1.55 (m, 2H) , 1.42-1.25 (m, 4H) , 0.93-0.85 (m, 3H 

)o 

[0 3 3 3] 

mmM4 (io) 

2- (2- (2- (4-^f;^x-;b) -s-7t*wuv*?>-i-4JV) 

[ft 1 2 9 ] 



o 




COOH 



[0 3 3 4] 

TLC : Rf 0.17 (i?^Dni^ > : * # 7 -;i/ = 5 : 1) ; 

NMR(CDC1 3 ) : 8 8.07 (s, 1H) , 7.22-7.09 (m, 4H) , 4.70-4.63 (m, 1H), 3.9 
8-3.85 (m, 1H), 3.30-3.03 (m, 3H) , 2.69-2.41 (m, 3H) , 2.36 (s, 3H) , 2.01 
-1.88 (m, 1H)„ 

[0 3 3 5] 

mmm4 (id 

2- (2- (2- (4-n-t^f^7i-^) - 5 tfO U 5»- 1 " 

-f;iz) x^;i^#) ^r^-;v-4 
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[0 3 3 6] 

TLG : Rf 0.32 (i^^nnx^> : ^^/-;i/ = 5 : 1) ; 

NMR(CDC1 3 ) :. 8 8.08 (s, 1H) , 7.22-7.09 (m, 4H) , 4.70-4.63 (m, 1H) , 4.0 
0-3.89 (m, 1H), 3.31-3.08 (m, 3H) , 2.67-2.40 (m, 5H) , 2.01-1.90 (m, 1H) , 
1.68-1.54 (m, 2H), 1.39-1.16 (m, 10H) , 0.96-0.82 (m, 3H) a 
[0 3 3 7] 

mmm4 (i 2) 

2- (2- (2- (4 -n-/s^;i/7x-;i/) -5-**ytrnus;>-i- 

[IK13 1] 




[0 3 3 8] 

TLG : Rf 0.16 (i^i'DDX^ : ;-)V = 5 : 1) ; 

NMR(CDC1 3 ) : 8 9.22 (brs, 1H) , 8.09 (s, 1H) , 7.23-7.09 (o, 4H) , 4.75-4 
.68 (m, 1H), 4.01-3.86 (m, 1H) , 3.36-3.12 (m, 3H) , 2.69-2.39 (m, 5H) , 2. 
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02-1.89 (m, 1H), 1.67-1.53 (m, 2H) , 1.39-1.20 (m, 8H) , 0.92-0.83 (m, 3H) 

o 

[0 3 3 9] 

mmm* d3) 

2- (2- (2- (3 -n-Adf^;i/7x^;i/) - 5 ->T3f V tf n U Py- 1 - 
[fbl 3 2] 



O 




[0 3 4 0] 

TLC : Rf 0.32 (^nni^> : *#y-;i/ = 5: 1) ; 

NMR(CDC1 3 ) : 8 8.08 (s, 1H) , 7.29 (t, J = 8.1 Hz, 1H) , 7.18-7.13 (m, 1 
H), 7.06-7.00 (m, 2H) , 4.71-4.65 (m, 1H) , 4.01-3.90 (m, 1H) , 3.30-3.07 ( 
m, 3H), 2.69-2.41 (m, 5H) , 2.02-1.89 (m, 1H) , 1.64-1.52 (m, 2H) , 1.37-1. 
22 (m, 6H), 0.91-0.82 (m, 3H)„ 
[0 3 4 1] 

mmm 1 

MT<D&m&*1%mc&<>)miShfr<D^ l^CO. 5mg0S 

• 2- (2- (2- (4 - n-^f;i/7x-Jb) - 5 -Jt*V fcfn V Vy - 1 - 

• • • • 2 5 0 m g ("i-^Jt 5 0 m g 

) 

• #;i/>ff3f s/^^i/iz^n-x x^s/Vi* 2 0 0mg 

•XfT^tV^i/^A lOOmg 

• ^t^iz;i/n-^ 9. 2 g 
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[0 3 4 2] 

• 2- (2- (2- (4 -n-^fjl/7x^) - 5 -#=*rV IfO U 1 - 

lOOmg {^MM. 2 0m 

• — *y N • • 5 g 

• MMft •■•100ml 
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4t<Z>£U. ) o 

[ft 11 



1 
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m m a m m fit m 



(0 0 0 1 8 5 9 8 3) 



1. m^BB 1 9 9 0^ 9% 20 

ft ft *BRjfiF*R**f»*B:aMIW2TBl#5# 



1 
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